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MicaTin can clear the most common fungal infections. More than that, it can 
keep them clear. Over 90% of patients successfully treated with MicaTin were 
found to be free of the original infection up to one month (median ) after 


cessation of therapy. 


Micdlin-a high rate of clearance 
demonstrated in extensive studies' 


MicaTin provided clinical clearance or improvement in 
88-94% of patients treated for tinea pedis, tinea corporis? 
tinea cruris? candidiasis and tinea versicolor. 


And most infections remained clear 
at follow-up 


The patients in these studies were then evaluated to 
determine if MicaTin was effective in keeping these 
fungal infections clear. Of the 121 patients who were clear 
of tinea pedis, tinea corporis and tinea cruris at the end of 
treatment and available for follow-up, 9296 showed no 
Clinical or mycological recurrence of the original infection 
one month (median) later. And of the 34 patients cleared 
of cutaneous candidiasis and available for follow-up, 

91% were still clear two weeks (median) later. 


Micalin—for the fungal infections 
you see every day 


MicaTin is effective against the most prevalent fungal 
pathogens and provides fast symptomatic relief —usually 
within 72 hours for a majority of the patients. 

MicaTin also has a low incidence of side effects. 
Reports of “burning” sensation, irritation and maceration 
with MicaTin have been few and isolated. It should not 
be used in patients with known hypersensitivity to any of 
its ingredients. 

And MicaTin is economically priced—its retail cost 
Is usually lower than that of other prescription antifungals. 

MicaTin. So effective the first time around, it's 
seldom needed a second. | 


"Data on file, Johnson & Johnson. T. corporis, T. cruris, and candidiasis should 
be treated B.I.D. for 2 weeks, T. versicolor once daily for 2 weeks, and T. pedis 
B.I.D. for one month. 

T When infecting organisms are Trichophyton rubrum, Trichophyton 
mentagrophytes and Epidermophyton floccosum 


| Before prescribing, please consult complete 
| product information, a summary of which 
| follows: 
Indications: For topical application in the treatment of 


tnea pedis [athlete's foot), tinea cruris, and tinea corporis 


caused by Trichophyton rubrum, Trichophyton 
mentagrophytes, and Epidermophyton floccosum, in the 


treatment of cutaneous candidiasis (moniliasis], and in the 
treatment of tinea versicolor 

Contraindications: MicaTin has no known 
contraindications 

Precautions: If a reaction suggesting sensitivity or 
chemical irritation should occur, use of the medication 
should be discontinued 

For external use only. Avoid introduction of MicaTin brand 
miconazole nitrate cream 296 and lotion 296 into the eyes 
Adverse Reactions: There have been isolated reports of 





irritation, burning, and maceration associated with 
application of MicaTin. 

How Supplied: MicaTin brand cream 296 containing 
miconazole nitrate at 2% strength is supplied in 3 oz., 1 oz. 
and 15 g. tubes: MicaTin brand lotion 296 containing 
miconazole nitrate at 2% w/w strength is supplied in 
polyethylene squeeze bottles in quantities of 12 and 30 ml 


AN ETHICAL SPECIFIC FROM 
THE DERMATOLOGICAL DIVISION OF 


| NEW BRUNSWICK, í NEW JERSEY 08903 


BRAND 


miconazole 3 
cream/totion nitrate £.° 
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Potency in 
lichen simplex 






chronicus 


"ZA Y um. à ue Lichen simplex chronicus — with its circumscribed, lichenified 





J pruritic lesions — remains an erratic, often difficult to control 
dermatosis. Accordingly, Lidex represents an excellent 


choice in the treatment of its inflammatory manifestations. 


Fluocinonide is 100% dissolved in the Lidex base for optimal 
lesion penetration. It offers anti-inlammatory, vasoconstric- 
tive, antipruritic actions and is backed by a proven record 
of performance in dermatology. 


Available in a variety of forms and sizes to suit the needs of 
the individual patient. Cream, ointment, Topsyn* (fluocinonide) 
gel 0.05%, and Lidex"-E (fluocinonide) 0.05% — a soothing 
emollient cream. 


The photomicrograph at left shows a cryofractured cross 
section of a lichen simplex chronicus lesion. Extensive 
hyperkeratosis (A) and acanthosis (B) are evident. Nuclei of 
keratinocytes appear in empty oval depressions. Note disor- 
ganized desquamation of superficial corneocytes. ( Technique: 
color imposed on photomicrograph, magnified 130X.) 


Lidex 


(fluocinonide) 
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SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 












































IDEX cream 0.05%, LIDEX ointment 
IDEX-E cream 0.05%, and TOPSYN gel 0.05% 
active compound fluocinonide. Fluocino- 
s the 21-acetate ester of fluocinolone — 
ids the chemical formula 6o, 9-difluoro-118, 
etrahydroxypregna-l, 4-diene-3, 20-dione, 
acetal with acetone, 2l-acetate. — 
ontains fluocinonide 0.5 mg/g in FAPG* 
íally formulated cream base consisting 
hol, polyethylene glycol 6000, propylene 
hexanetriol and citric acid. This white 
n vehic greaseless, non-staining, anhydrous 
ompletely water miscible. The base provides - 
nt and hydrophilic properties. In this formu- 
he active ingredient is totally in solution. 
( ointment contains fluocinonide 0.5 mg/g in 
cially formulated ointment base consisting of 
ic (mixture of sterols and higher alcohols), 
um, propylene carbonate and propion. 
j3 the occlusive and emollient effects 
intment. In this formulation the 
dient is totally in solution. a 
im contains fluocinonide 0.5 mg/g in a 
isha ne sauces emollient base of stearyl 
yl alcohol, mineral oil, propylene glycol, 
snostearate, polysorbate 60, citric acid 
fied water. | 
gel contains fluocinonide 0.5 mg/g in a 
mulated gel base consisting of propylene 





economical method 
of permanent 
hair removal— 
from face, legs, body 





| 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| To save valuable office time, 
| you can confidently recommend 
| Perma Tweez to your patients 

| for their home use. 

e Battery-operated instrument self- 


uld be di el 
x sterilizes when current flows. 


ited. . 


e Patented self-correcting needle. 


e No-puncture safety feature helps 
prevent infection. 


pagos ee e Proved clinically safe 


(report on request). 
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d DE 
opical steroids have not been reported to | 
verse effect on pregnancy, te safety of 
pregnant females has not absolutely been | 
Therefore, they should not be used exten- 
egnant patients, in large amounts or for | 
riods of time. | | 
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acts are not for ophthalmic use. | GENERAL MEDICAL CO., Dept D-99 8 
actions The following local adverse reac- | 1935 Armacost Ave. ü 
en cine capire qd E ots ee A 040 
s, irritation, hypopigmentation, dryness, [| 30 DAY FREE TRIAL EXAMINAI ION. i 
secondary infection, skin atrophy. (May be returned with no obligation.) 
Dosage and administration A small amount should i [] PERMA TWEEZ $19.95 g 
$ oe ah AE e affected area three or : C] ATTACHMENT | $3.00 : 
M uy (for treating others) 

w supplied N - AFTER 30 DAYS 
LIDEX Cream 0.055, — 15g, 30g and 60g tubes i LJ INVOICE AFTER 30 DAYS i 
LIDEX Ointment 0.05% — 15g, 30g and 60g tubes I L] CHECK ENCLOSED i 
— LIDEX-E Cream 0.05% — 15g and 60g tubes " f 
— TOPSYN Gel 0.05% — 15g and 60g tubes i CI MEE EEN E E TEA se dees se E ' 
E 
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(griseofulvin 
ultramicrosize) Tablets 
125 mg 


The 12 dose griseofulvin. 
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DESCRIPTION 
Griseofulvin is an antibiotic derived 
from a species of Penicillium. 


Gris-PEG is an ultramicrocrystalline 
solid-state dispersion of griseofulvin in 
polyethylene glycol 6000. 

Gris-PEG Tablets differ from griseoful- 
vin (microsize) tablets USP in that each 


"tablet contains 125 mg of ultrami- 


crosize griseofulvin biologically equiv- 
alent to 250 mg of microsize 
griseofulvin. 


ACTION 

Microbiology: Griseofulvinis fungistat- 
ic with /n vitro activity against various 
species of Microsporum, Epider- 
mophyton and Trichophyton. It has no 
effect on bacteria or other genera of 
fungi. 

Human Pharmacology: The peak 
plasma level found in fasting adults 
given 0.25 g of Gris-PEG occurs at 
about four hours and ranges between 
0.37 to 1.6 mcg/ml. 


Comparable studies with microsize 
griseofulvin indicated that the peak 
plasma level found in fasting adults 
given 0.5 g occurs at about four hours 
and ranges between 0.44 to 1.2 mcg/ml. 


Thus, the efficiency of gastrointestinal 
absorption of the ultramicrocrystalline 
formulation of Gris-PEG is approxi- 
mately twice that of conventional mi- 
crosized griseofulvin. This factor per- 
mits the oral intake of half as much 
griseofulvin per tablet but there is no 
evidence, at this time, that this confers 
any significant clinical differences in re- 
gard to safety and efficacy. 


Griseofulvin is deposited in the keratin 
precursor cells and has a greater affinity 
for diseased tissue. The drug is tightly 
bound to the new keratin which be- 
comes highly resistant to fungal inva- 
sions. 


INDICATIONS 

Gris-PEG (griseofulvin ultramicrosize) is 
indicated for the treatment of the follow- 
ing ringworm infections: 


Tinea corporis (ringworm of the body) 
Tinea pedis (athlete's foot) 

Tinea cruris (ringworm of the thigh) 
Tinea barbae (barber's itch) 

Tinea capitis (ringworm of the scalp) 
Tinea unguium (onychomycosis, 
ringworm of the nails) 


when caused by one or more of the fol- 
lowing genera of fungi: 


Trichophyton rubrum 
Trichophyton tonsurans 
Trichophyton mentagrophytes 
Trichophyton interdigitalis 
Trichophyton verrucosum 
Trichophyton megnini 
Trichophyton gallinae 
Trichophyton crateriform 
Trichophyton sulphureum 
Trichophyton schoenleini 
Microsporum audouini 


THE PLASMA LEVELS OF Gris-PEG 
AND MICROSIZE GRISEOFULVIN COMPARED 
SINGLE DOSE STUDY 


No statistically significant 
difference between these curves. 
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Based on a single dose double-blind bioavailabil- 
ity study conducted in 24 human volunteers com- 
paring the average griseofulvin (microsize) and 
Gris-PEG plasma levels. There is no significant 
difference between peak plasma levels, times to 
peak, and areas under the curve. Gas chromato- 


graphic assay. 


Microsporum canis 
Microsporum gypseum 
Epidermophyton floccosum 


NOTE: Prior to therapy, the type of 
fungi responsible for the infection 
should be identified. 


The use of the drug is not justified in 
minor or trivial infections which will re- 
spond to topical agents alone. 


Griseofulvin is NOT effective in the fol- 
lowing: 

Bacterial infections 
Candidiasis (Moniliasis) 
Histoplasmosis 

Actinomycosis 

Sporotrichosis 
Chromoblastomycosis 
Coccidioidomycosis 

North American Blastomycosis 
Cryptococcosis (Torulosis) 
Tinea versicolor 

Nocardiosis 


CONTRAINDICATIONS 

This drug is contraindicated in patients 
with porphyria, hepatocellular failure, 
and in individuals with a history of sen- 
sitivity to griseofulvin. 

WARNINGS 

Prophylactic Usage: Safety and Effi- 
cacy of Griseofulvin for Prophylaxis of 
Fungal Infections Has Not Been Estab- 
lished, 


Animal Toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 0.5 
to2.5% of the diet, resulted in the de- 
velopment of liver tumors in several 
strains of mice, particularly in males. 
Smaller particle sizes result in an en- 
hanced effect. Lower oral dosage 
levels have not been tested. Sub- 
cutaneous administration of relatively 
small doses of griseofulvin, once a 
week, during the first three weeks of 
life has also been reported to induce 
hepatomata in mice. Although studies 
in other animal species have not 
yielded evidence of tumorigenicity, 
these studies were not of adequate de- 
sign to form a basis for conclusions in 
this regard. 


In subacute toxicity studies, orally ad- 
ministered griseofulvin produced 
hepatocellular necrosis in mice, but 
this has not been seen in other species. 
Disturbances in porphyrin metabolism 
have been reported in griseofulvin 
treated laboratory animals. Griseoful- 
vin has been reported to have a 
colchicine-like effect on mitosis and 
cocarcinogenicity with methylcholan- 
threne in cutaneous tumor induction in 
laboratory animals. 


Usage in Pregnancy: The safety of this 
drug during pregnancy has not been 
established. 


Animal Reproduction Studies: It has 
been reported in the literature that 
griseofulvin was found to be em- 
bryotoxic and teratogenic on oral ad- 


e 250 mg Gris-PEG (griseofulvin ultramicrosize) 
(2 x 125 mg tablets} 


« 500 mg griseofulvin (microsize) tablets 
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ministration to pregnant rats. Pups 
with abnormalities have been reported 
in the litters of a few bitches treated 
with griseofulvin. Additional animal 
reproduction studies are in progress. 
Suppression of spermatogenesis has 
been reported to occur in rats, but in- 
vestigation in man failed to confirm 
this. 


PRECAUTIONS 

Patients on prolonged therapy with any 
potent medication should be under 
close observation. Periodic monitor- 
ing of organ system function, including 
renal, hepatic and hematopoietic, 
should be done. 


Since griseofulvin is derived from 
species of Penicillium, the possibility 
of cross sensitivity with penicillin 
exists; however, known penicillin- 
sensitive patients have been treated 
without difficulty. 


Since a photosensitivity reaction is oc- 
casionally associated with griseofulvin 
therapy, patients should be warned to 
avoid exposure to intense natural or 
artificial sunlight. Should a photosen- 
sitivity reaction occur, lupus ery- 
thematosus may be aggravated. 


Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that 
patients receiving these drugs con- 
comitantly may require dosage ad- 
justment of the anticoagulant during 
and after griseofulvin therapy. 


Barbiturates usually depress gris- 
eofulvin activity and concomitant ad- 
ministration may require a dosage ad- 
justment of the antifungal agent. 


ADVERSE REACTIONS 

When adverse reactions occur, they 
are most commonly of the hypersen- 
sitivity type such as skin rashes, ur- 
ticaria, and rarely, angioneurotic 
edema, and may necessitate with- 
drawal of therapy and appropriate 
countermeasures. Paresthesias of the 
hands and feet have been reported 
rarely after extended therapy. Other 
side effects reported occasionally are 
oral thrush, nausea, vomiting, epigas- 
tric distress, diarrhea, headache, 
fatigue, dizziness, insomnia, mental 
confusion, and impairment of perfor- 
mance of routine activities. 


Proteinuria and leukopenia have been 
reported rarely. Administration of the 
drug should be discontinued if 
granulocytopenia occurs. 


When rare, serious reactions occur 
with griseofulvin, they are usually as- 
sociated with high dosages, long 
periods of therapy, or both. 


DOSAGE AND ADMINISTRATION 

Accurate diagnosis of the infecting or- 
ganism is essential. Identification 
should be made either by direct mi- 
croscopic examination of a mounting 
of infected tissue in a solution of potas- 


E 
Dorsey 
LABORATORIES 
Division of Sandoz, Inc. * LINCOLN, NEBRASKA 68501 
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THE PLASMA LEVELS OF Gris-PEG 
AND MICROSIZE GRISEOFULVIN COMPARED 


MULTIPLE DOSE STUDY 


No statistically significam 
difference between these curves 


ons 250 mg Gris-PEG (griseofulvin ultramicrosize) 
(2 x 125 mg tablets) b.i.d. 
* 500 mq griseolulvin (mcrosize) tablets bid 


Based on a double-blind multiple dose steady 
state crossover bioavailability study conducted in 
17 human volunteers comparing the average 
griseofulvin (microsize) and Gris-PEG plasma 
levels obtained on days 9, 11 and 13. There is no 
significant difference between times to peak, peak 
plasma levels, and areas under the curve. Gas 
chromatographic assay. 





sium hydroxide or by a culture on an 
appropriate medium. 


Medication must be continued until 
the infecting organism is completely 
eradicated as indicated by appropriate 
clinical or laboratory examination. 
Representative treatment periods 
are—tinea capitis, 4 to 6 weeks; tinea 
corporis, 2 to 4 weeks; tinea pedis, 4 to 
8 weeks; tinea unguium —depending 
on rate of growth —fingernails, at least 
4 months; toenails, at least 6 months. 


General measures in regard to hygiene 
should be observed to control sources 
of infection or reinfection. Concomit- 
ant use of appropriate topical agents is 
usually required particularly in treat- 
ment of tinea pedis. In some forms of 
athlete's foot, yeasts and bacteria may 
be involved as well as fungi. Griseoful- 
vin will not eradicate the bacterial or 
monilial infection. 


An oral dose of 250 mg of Gris-PEG 
(griseofulvin ultramicrosize) is biolog- 
ically equivalent to 500 mg of 
griseofulvin (microsized) USP (see 
ACTION Human Pharmacology). 


Adults: A daily dose of 250 mg will give 
a satisfactory response in most pa- 
tients with tinea corporis, tinea cruris 
and tinea capitis. One 125 mg tablet 
twice per day or two 125 mg tablets 
once per day is the usual dosage. For 
those fungal infections more difficult 
to eradicate such as tinea pedis and 
tinea unguium, a divided daily dose of 
500 mg is recommended. In all cases, 
the dosage should be individualized. 


Children: Approximately 5 mg per 
kilogram (2.5 mg per pound) of body 
weight per day is an effective dose for 
most children. On this basis the follow- 
ing dosage schedule for children is 
suggested: Children weighing over 25 
kilograms (approximately 50 pounds) 
125 mg to 250 mg daily; children weigh- 
ing 15-25 kilograms (approximately 30 
to 50 pounds) 62.5 mg to 125 mg daily; 
children 2 years of age and younger, 
dosage has not been established. 


Dosage should be individualized, as is 
done for adults. Clinical experience 
with griseofulvin in children with tinea 
capitis indicates that a single daily 
dose is effective. Clinical relapse will 
occur if the medication is not con- 
tinued until the infecting organism is 
eradicated. 


HOW SUPPLIED 

Gris-PEG (griseofulvin ultramicrosize) 
Tablets (white) differ from griseofulvin 
microsized tablets (USP) in that each 
tablet contains 125 mg of ultrami- 
crosize griseofulvin, biologically equiv- 
alent to 250 mg of microsized 
griseofulvin. Two 125 mg tablets of 
Gris-PEG are biologically equivalent to 
500 mg of microsized griseofulvin. In 
bottles of 100 and 500 scored, film- 
coated tablets. 
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MUPPLIED: 2 OZ. TUBES NRITE FOR SAMPLES 
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DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.11590 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4P2B5, QUEBE 





Contraindications: Hypersensitivity to hydroxyzine. Hydroxyzine, when administered to the pregnant mouse, 
rat, and rabbit, induced fetal abnormalities in the rat at doses substartially above the human therapeutic range. 
Clinical data in human beings are inadequate to establish safety in early pregnancy. Until such data are available, 
hydroxyzine is contraindicated in early pregnancy. 


Precautions: Hydroxyzine may potentiate the actionof central nervous system depressants such as meperidine 

and barbiturates. |n conjunctive use, dosage for these drugs should be reduced. Because drowsiness may occur, 
patients should be cautioned against driving a car or'operating dangenous machinery. 

Adverse Reactions: Drowsiness may occur; if so, it isusually transitory and may disappear in a few days of continued 
therapy or upon dosage reduction. Dryness of the mouth may occur wth higher doses. Involuntary motor activity, 
including rare instances of tremor and convulsions, has been reportec, usually with higher than recommended dosage 
Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine hydrochloride, 100’s and 500’s; Tablets, containing 
100 mg, 100's; Syrup, containing 10 mg per teaspoonful (5 ml) and ethyl alcohol 0.5% v/v, pint bottles. 

Before prescribing or administering, see package circular. 
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emotionaloveriay 


the cause can be obscure 


Factors precipitating allergic dermatoses with strong emotional overlay, 
which can range from allergens to anxiety, can be difficult to identify 


successful treatment often includes 


TABLETS: 10 mg, 25 mg, 50 mg, and 100 mg 


e rapid antianxiety action 
e demonstrated antihistaminic activity 
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Is Atopic Dermatitis 
a place for water? 


The most important factor in the management of 
patients with atopic dermatitis is keeping the skin moist, 
accoraing to members of a panel discussing the 
disease at a conference on dermatologic practice held 
at the University of North Carolina School of Medicine." 
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TRIAMCINOLONE ACETONIDE 
Our Aquatain base 





Is 74.3% water 








e May help keep treatment areas supple and smooth 
during atopic therapy. 


e A hydrophilic vehicle that patients like. 77-100% of the 
134 patients in 4 different st. dies commented favorably 
on the non-drying effect of ARISTOCORT® A? 


e A proven steroid. Excellent or moderate response in 
83 of 86 atopic patients treated in 4 double-blind studies? 


e A wide choice of potency, vehicle and package size. 





Is your topical steroid working with 
or against your regimen? 


*Data on file, Dept. of Medical Research Lederle Laboratories 


INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

CONTRAINDICATIONS: Viral skin diseases, 
such as varicella and vaccinia; hypersensi- 
tivity to any component (not for ophthalmic 
use); when circulation is markedly impaired. 
WARNINGS: Safety use in pregnancy has 
not been absolutely established. Do not use 
extensively, in large amounts, or for pro- 


longed periods of time in pregnant patients. 


PRECAUTIONS: |f irritation develops, dis- 
continue use and institute appropriate ther- 
apy. In infections, use appropriate antifungal 
or antibacterial agents; if a favorable 
response does not occur promptly, discon- 


tinue the corticosteroid until’ tae infection 
is adequately controlled. If extensive areas 
are treated or the occlusive technique is 
used, increased systemic absortion of the 
corticosteroid may occur; take suitable 
precautions. 

ADVERSE REACTIONS: (local) Burning, 
itching, irr&ation, dryness, folliculitis, hyper- 
trichosis, acneform eruption and hypopig- 
mentation. 


ARISTOCORT A CREAM: Each gram of 
ARISTOCORT A contains 0.25 mc. (0.025%), 
1 mg. (0.1%) or 5 mg. (0.5%) of the highly 
active stereid. Triamcinolone Acetonide (a 
derivative cf triamcinolone) in AQUATAIN, a 
specially tormulated base composed of 


1. Skin and Allergy News, November, 1977. 


emulsifying wax NF, isopropyl palmitate, 
glycerin USP, sorbitol solution USP, lactic 
acid, 2% benzyl! alcohol and purified water. 


AQUATAIN is non-staining, water-washable, 
paraben-free, spermaceti-free and has 
a light texture and consistency. 


LEDERLE LABORATORIES, eT» 


A Division of American Cyanamid Company 
Pearl River, New York 10965 
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PROVEN TOPICAL TREATMENT 
FOR SUPERFICIAL BASAL CELL 
EION OP 


































3A43/73-—Follow-up examination 
more than four years after discon- 
curred withim tae ten weeks folowing | tinuation of therapy indicated no re- 
termination of therapy. Biopsy :e- currence of malignancy. Cosmetic 
vealed no futher evidence of malig- results with Efudex (fluorouracil) 5% 
nancy. Cream were acceptable. | 





12/19/68— 
excellent cost 


"iplete healing, with 


10/3 68-—The typical inflammatory 
tetic results, had oc- 


response appeared promptly, and 
treatment was discontinued after four 
weeks when gross examination indi- 
cated that no further malignancy was 
present. 
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| Efudex 
a lll effective topical therapy for multiple lesions 
| or difficult treatment sites 
lowever, convention 

single lesions or tho 

E cosmetically d 

minimal if any scarrin 
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She can't take the risk 
or expense of 
sunscreen agents that 
wash off easily. 





SUNGARD provides more durable protection on 
the skin than PABA 5% or octyl dimethyl PABA 
3.3%* (amount of sunscreen agent remaining on 
skin after water-wash procedure). 


94.8% 


2-ethylhexyl-p-dimethyl- 
aminobenzoate 2.5% 
(a PABA derivative) 
and dioxybenzone 3% 
SUNGARD 


85.6% 


Octyl dimethyl 
PABA 3.3% 
(SUNDOWN) 


Cose v Te ES nnm TV 


46.2% 


PABA 5% 
(PRESUN) 
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*Data on file at Dome Laboratories. 


Dome Laboratories 


Division Miles Laboratories Inc 
West Haven Connecticut 06516 USA 





1978 DOME LABORATORIES, DIVISION MILES LABORATORIES, INC. ALL RIGHTS RESERVED. 
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Effective yet economical, 
because its excellent 
durability means fewer 
applications. 


Broad-range effectiveness 

SUNGARD protects against more than just 
the sunburn (UVB) spectrum— it provides 
some protection in the photosensitivity (UVA) 
range as well. 


Greater economy from greater substantivity 
The more sunscreen remaining on the skin, 
the better the protection and the fewer 
applications required to maintain effective 
protection. As with other sunscreen agents, 
however, caution your patients about the 
importance of maintaining continuous 
protection by reapplying SUNGARD every 

3 to 4 hours. 


SPF (Sun Protection Factor) 6.3 

SUM GARD Lotion is an extra-protection 
sunscreen product. It allows patients to stay in 
the sun 6 times as long as before without 
burning provided there is no heavy 
perspiration or prolonged swimming. 


Yet SUNGARD permits tanning 

With SUNGARD, sun-sensitive patients enjoy 
protection in the erythema range and 
moderate protection in the photosensitivity 
range. This permits gradual, natural tanning 
with repeated exposure to the sun. 


SUNGARD...from the company that 
is a leader in skin-care products. 
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^. Added versatility 
in dermatology 





Lidex-E 
- (fluocinonide) OO5?6 


The established potency 
of fluocinonide, in a soothing 
emollient base. 





Less drying than a cream, with the 
lubricating qualities of an ointment- 
cosmetically acceptable to patients. 





Especially useful wherever a 
soothing topical steroid is indicated, 
as in atopic dermatitis. 





Available in 15g and 60g tubes. 


Please see following page 
for summary of 
prescribing information 





Lide E 
(fluocinonide) 
Cream OO596 


Prescribing Information 


Description LIDEX-E cream 0.05% con- 
tains the active compound fluocinonide. 
Fluocinonide, which is the 21-acetate ester 
of fluocinolone acetonide, has the 
chemical formula óa, 9-difluoro-448, 16a, 
47, 2^-tetrahydroxypregna-4, 4-diene-3, 
20-dione, cyclic 16, 17- acetal with 
acetone, 24- acetate. 


The cream contains fluocinonide 0.5 
mg./g. in a water-washable aqueous 
emollient base of steary! alcohol, cetyl 
alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, 
citric acid and purified water. 


Actions Topical steroids are primarily ef- 
fective because of their anti-inflammatory, 
antipruritic and vasoconstrictive actions. 


Indications For relief of the inflammatory 
manifestations of corticosteroid-respon- 
sive dermatoses. 


Contraindications Topical steroids are 
contraindicated in vaccinia and varicella. 


Topical steroids are contraindicated in 
those patients with a history of hypersen- 
sitivity to any of the components of the 
preparation. 

Precautions If irritation develops, 

the cream should be discontinued and 
appropriate therapy instituted. 


In the presence of an infection, the use of 
an appropriate antifungal or antibacterial 
agent should be instituted. If a favorable 
response does not occur promptly, the cor- 
ticosteroid cream should be discontinued 
until the infection has been adequately 
controlled. 


If extensive areas are treated, the possibil- 
ity exists of increased systemic absorption 
and suitable precautions should be taken. 


Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use in preg- 
nant females has not absolutely been 
established. Therefore, they should not 

be used extensively on pregnant patients, 
in large amounts or for prolonged periods 
of time. 


This product is not for ophthalmic use. 


Adverse reactions The following local 
adverse reactions have been reported 
with topical corticosteroids: burning sensa- 
tions, itching, irritation, dryness, secondary 
infection, folliculitis, acneform eruptions, 
hypopigmentation, striae, skin atrophy. 
Dosage and Administration A small 
amount should be gently massaged into 
the affected area three or four times daily, 
as needed. 

How Supplied LIDEX*-E (fluocinonide) 
cream 0.05% — 15g. and 60g. tubes. 


SYNTEX 


SYNTEX LABORATORIES, INC 
PALO ALTO. CALIFORNIA 94304 
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Dx: sun-induced 
herpes labialis 
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ERPECIN-L Cold Sore 

Lip Balm provides 

protection in the 

290 nm-visible range* 

Available OTC. 

For Samples, write Dept. N at: 
CAMPBELL LABORATORIES, INC. 


PO. Box 812, FDR, N.Y., N.Y. 10022 


“Ref: Bennett, R. G. and Robbins. P, On the 
Selection of a Sunscreen. J Dermatol Surg. & 
Oncol. 3:2, 208. 1977. 





We can do 
much more 
together. 





Chior-Trimeton 12mo 
brand of chlorpheniramine maleate, USP 


Repetabs” Tablets, brand of repeat-action tabl 


Clinical Considerations: 
INDICATIONS 


Based on a review of this drug by the National 
Academy of Sciences—National Research Council 
and/or other information, FDA has classified the 
indications for CHLOR-TRIMETON REPETABS Tablets 
as follows: “Probably” effective: For perennial and 
seasonal allergic rhinitis; vasomotor rhinitis; allergic 
conjunctivitis due to inhalant allergens and foods; 
mild, uncomplicated allergic skin manifestations of 
urticaria and angioedema; amelioration of allergic 
reactions to blood or plasma; dermatographism; as 
therapy for anaphylactic reactions adjunctive to 
epinephrine and other standard measures after the 
acute manifestations have been controlled. 

Final classification of the less-than-effective indi- 
cations requires further investigation. 





CONTRAINDICATIONS Use in Newborn or Premature 
Infants: This drug should not be used in newborn or pre- 
mature infants. 

Use in Nursing Mothers: Because of the higher risk of 
antihistamines for infants generally and for newborns an 
prematures in particular, antihistamine therapy is contra 
dicated in nursing mothers. 

Use in Lower Respiratory Disease: Antihistamines 
should not be used to treat lower respiratory tract symp 
toms, including asthma. 

Antihistamines are also contraindicated in the followit 
conditions: hypersensitivity to chlorpheniramine maleate 
and other antihistamines of similar chemical structure; 
monoamine oxidase inhibitor therapy. 

WARNINGS Antihistamines should be used with consider- 
able caution in patients with: narrow angle glaucoma: 

Stenosing peptic ulcer; pyloroduodenal obstruction; symy 
tomatic prostatic hypertrophy; bladder neck obstruction. 

Use in Children: In infants and children especially, anti 
histamines in overdosage may cause hallucinations, con 
vulsions or death. 

As in adults, antihistamines may diminish mental aler 
ness in children. In the young child particularly, they may 
produce excitation. 

Use in Pregnancy: Experience with this drug in pregna 
women is inadequate to determine whether there exists : 
potential for harm to the developing fetus. 

Use with CNS Depressants: Chlorpheniramine maleate 
has additive effects with alcohol and other CNS depres- 
sants (hypnotics, sedatives, tranquilizers, etc.). 

Use in Activities Requiring Mental Alertness: Patients 
should be warned about engaging in activities requiring 
mental alertness, such as driving a car or operating appl 
ances, machinery, etc. 

Use in The Elderly (approximately 60 years or older): 
Antihistamines are more likely to cause dizziness, seda- 
tion, and hypotension in elderly patients. 

PRECAUTIONS Chlorpheniramine maleate has an atropine- 
like action and therefore should be used with caution in 
patients with: a history of bronchial asthma; increased 
intraocular pressure; hyperthyroidism; cardiovascular di: 
ease; hypertension. 

ADVERSE REACTIONS Slight to moderate drowsiness occut 
relatively infrequently with chlorpheniramine maleate. 
Other possible side effects common to antihistamines in 
general include: 

General: urticaria, drug rash, anaphylactic shock, phot 
sensitivity, excessive perspiration, chills, dryness of mou 
nose, and throat. 

Cardiovascular System: hypotension, headache, palpit 
tions, tachycardia, extrasystoles. 

Hematologic System: hemolytic anemia, thrombocyto- 
penia, agranulocytosis. 

Nervous System: sedation, dizziness, disturbed coordi: 
nation, fatigue, confusion, restlessness, excitation, ner- 
vousness, tremor, irritability, insomnia, euphoria, paresth: 
sias, blurred vision, diplopia, vertigo, tinnitus, acute 
labyrinthitis, hysteria, neuritis, convulsions. 

Gastrointestinal System: epigastric distress, anorexia, 
nausea, vomiting, diarrhea, constipation. 

Genitourinary System: urinary frequency, difficult uring 
tion, urinary retention, early menses. 

Respiratory System: thickening of bronchial secretions 
tightness of chest and wheezing, nasal stuffiness. 


11046240 February 19; 
For more complete details, consult package insert or Scheri 
literature available from your Schering Representative or 
Professional Services Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 
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uperior to the 
most widely used 
erand of topical steroid 
in psoriasis and atopic 


dermatitis. 


Based on the evidence., 


n double-blind, parallel studies,* Topicort® (desoximetasone) 
mollient Cream 0.25% demonstrated greater efficacy than 
betamethasone valerate cream 0.1% in the two most common 


orticosteroid-responsive dermatoses. 
Overall Evaluation 


NO. OF EXCELLENT EXCELLENT 
PATIENTS & GOOD (CLEARANCE 


100% — 77% 
90% 34% 
84% 43% 
63% 


" 


ese recently conducted U.S. studies confirm the outstanding worldwide 
cceptance of Topicort in more than 30 countries for up to 4 years. 


die 799: 39 


KTOPIC DERMATITIS ; , l À 
BETAMETHASONE 4] 
VALERATE 


TOPICORT 6l 


l 
SORIASIS | 


BETAMETHASONE 56 
- VALERATE 


*Data on file and available upon request 
from Hoechst-Roussel Pharmaceuticals Inc., 
Somerville, New Jersey 08876. 


Less than 1% incidence 
of side effects. 

Of 488 patients in the clinical 
trials, side effects were seen 

in only 4 (0.8%).* And 

in 2 of the 4 patients, the 
relationship of side effects to 
the drug was uncertain. 


The convenience of 

b.i.d. dosage. And 

the uniqueness of a 
preservative-free, 
emollient cream base. 

The specially developed, 
preservative-free Topicort base 
combines the emollience of an 
ointment with the cosmetic 
acceptability of a cream in a 
water-in-oil emulsion. This 
makes Topicort (desoximetasone 
especially useful in psoriatic and 
other dry, scaly dermatoses. 





TOPICORT 


DESOXIME TASONE) 
EMOLLIEN T CREAM 0.25% 


Animportant innovation from the research laboratories of 


Hoechst-Roussel Pharmaceuticals Inc. 





TOPICORT ®(desoximetasone) 
EMOLLIENT CREAM 0.25% 


Description: Topicort® (desoximetasone) 
Emollient Cream 0.25% contains the active 
synthetic corticosteroid desoximetasone. 
The chemical name of desoximetasone is 

9a - fluoro - 118, 21 - dihydroxy - 16a - 
methylpregna - 1,4 - diene-3,20-dione. 
The chemical structure is: 


CH3 





Each gram of Topicort® (desoximetasone) 
Emollient Cream 0.25% contains 2.5 mg 
desoximetasone in an emollient cream 
consisting of isopropyl myristate, 
cetylstearyl alcohol, white petrolatum, min- 
eral oil, lanolin alcohol and purified water. 
Actions: Topicort® (desoximetasone) 
Emollient Cream is primarily effective be- 
cause of its anti-inflammatory, antipruritic 
and vasoconstrictive actions. 

Indications: Topicort® (desoximetasone) 
Emollient Cream is indicated for the relief 
of inflammatory manifestations of 
corticosteroid-responsive dermatoses. 
Contraindications: Topical steroids are 
contraindicated in vaccinia, varicella, and 
in those patients with a history of hyper- 
sensitivity to any of the components of the 
preparation. This preparation is not for 
ophthalmic use. 

Precautions: |f local infection exists, suit- 
able concomitant antimicrobial or antifun- 
gal therapy should be administered. If a 
favorable response does not occur 
promptly, application of the corticosteroid 
should be discontinued until the infection 
is adequately controlled. 

Although systemic side effects associated 
with absorption of topical corticosteroid 
preparations are rare, their possible oc- 
currence must be kept in mind when these 
preparations are used over large areas or 
for an extended period of time, or if occlu- 
sive technique is used. 

If irritation or sensitization develops, the 
preparation should be discontinued and 
appropriate therapy instituted. 

Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use during 
pregnancy has not been absolutely estab- 
lished; therefore, they should not be used 
extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 
Adverse Reactions: The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, ir- 
ritation, striae, skin atrophy, secondary in- 
fection, dryness, folliculitis, hypertrichosis, 
acneform eruptions and hypopigmentation. 
The following may occur more frequently 
with occlusive dressings: maceration of 
the skin, secondary infection, skin atrophy, 
striae, and miliaria. 

Dosage and Administration: Apply a thin 
film of Topicort® (desoximetasone) Emol- 
lient Cream 0.2596 to the affected skin 
areas twice daily. Rub in gently. 

How Supplied: Topicort® (desoxi- 
metasone) Emollient Cream 0.2596 is 
supplied in 15- and 60-gram tubes. 


HOECHST-ROUSSEL 
V PHARMACEUTICALS INCORPORATED 


SOMERVILLE, NEW JERSEY 08876 
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Red and Blue Books 


Those familiar Red and Blue Books, published by the American 
Medical Association's Center for Health Services Research and Develop- 
ment, now have new size. . .new format. . .new data. As aresult, you 
will find them more useful and convenient than ever. Here's a closer look 
at the 6th annual edition of these authoritative volumes: 


Profile of Medical Practice 1977 (Red Book) 

The focus is on characteristics of medical practice such as physicians' 
work patterns, professional expenses, and net income from medical 
practice. Among the topics covered in short articles are: physician pro- 
ductivity, rural group practice, and hospital utilization by physicians. 


Socioeconomic Issues of Health 1977 (Blue Book) 

Current data on medical education, medical manpower in the U.S., and 
financial characteristics of the health services delivery system are 
featured. Also included are essays on such issues as national health in- 
surance, second surgical opinion programs, and the physician's role in 
cost accountability. 


Quantities are limited, so order today! 


Order Dept. 

American Medical Association 
535 N. Dearborn 

Chicago, IL 60610 





Profile of Medical Practice (OP-6) $4.50 
Socioeconomic Issues of Health (OP-5) $4.50 





Enclosed is my check for $ , payable to the American Medical 


Association. 





Name 
Address 
City/State/Zip 
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Whenever 
epidermanrasion 


is needed... 


Many skin conditions can benefit from 
epidermabrasion —the controlled 
removal of the stratum disjunctum 
and other keratin excrescences of 
the stratum corneum. BUF-PUF offers 
a pleasant, easy-to-use method for 
patients to achieve thorough cleans- 
ing and smoother, healthier skin 

from head to toe. 


Acne 
BUF-PUF loosens comedones while it 
cleans and helps remove excess oil. 


Psoriasis 

Used wet or dry, BUF-PUF debrides scales 
from psoriatic lesions without manifesting 
a Koebner reaction. 


Hyperkeratosis 

Rapid, often dramatic results 
can be seen when BUF-PUF is 
used to remove the upper layers 
of toughened or scaly skin. 


Keratosis pilaris 

BUF-PUF is particularly helpful here 
because its abrasive action 
concentrates on the elevated 
areas of the skin surface. 


Tinea versicolor 

The gently abrasive 
action of BUF-PUF helps 
remove the scales, 
allowing better pene- 
tration of topical 
therapeutic agents. 


BURBÚF 


Nonmedicated Cleansing Sponge 
Riker Laboratories, Inc. Eur 


NORTHRIDGE, CALIFORNIA 91324 
O 1978, Riker Laboratories, Inc 











The family 
for your patients’ steroic 





_ Proven clinically 
effective for prompt 

~ . relief of mild-to- 

X. severe corticosteroid- 
responsive dermatoses 
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Impressive results with MEM ine, = 


RA Valisone Cream and For acute contact dermatitis. 
= Ointment in published 
studies: 


—— contact dermatitis 
[n 96% good to excellent results 
E (81 of 84 patients)* 

— atopic eczema 

"—— 92% good to excellent results 
ig) (231 of 251 patients)* 
psoriasis 

85% good to excellent results 
(150 of 177 patients)* 
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Clinical Considerations: Indications: VALISONE Cream, Ointment, and Lotion are indicated for relief of 
the inflammatory manifestations of corticosteroid-responsive dermatoses. VALISONE Reduced Sas 
Strength Cream is indicated for the relief of the inflammatory manifestations of corticosteroid- ee 
responsive dermatoses. VALISONE Aerosol is indicated, solely, for adjunctive topical management Pgh. 
for the relief of inflammatory manifestations of acute contact dermatitis. Contraindications: Topical EM 
steroids are contraindicated in tuberculosis of the skin and some viral diseases of the skin e 
(varicella and vaccinia). Topical steroids are also contraindicated in those patients with a history 
of hypersensitivity to any of the components of the preparations. VALISONE Aerosol is contraindi- st 
cated for use under occlusive dressings. Warnings for VALISONE Aerosol: Keep the spray away from “th 
eyes and other mucous membranes; avoid inhaling. Avoid freezing of the tissue by not spraying DA. 
for more than 3 seconds, at a distance not less than 6 inches. Contents are under pressure. Do not LA 
puncture. Do not store or use near open flame or heat. Exposure to temperatures above 120°F qx 
may cause bursting. Keep out of reach of children. Never throw container into fire or incinerator. ) T 
Precautions: If irritation or sensitization develops with the use of VALISONE products, treatment aj 
should be discontinued and appropriate therapy instituted. In the presence of intection, the use of . o0 
an appropriate antifungal or antibacterial should be instituted. If favorable response does not E 
Var T » occur promptly, the corticosteroid should be discontinued until the infection has been adequately M 
alisone | 1 controlled. If extensive areas are treated, or if the occlusive technique is used, the possibility oy 
ee P : exists of sufficient systemic absorption to produce adrenal suppression and systemic corticoste- 3 
DUwquesue T2 Valisone roid effects may occur; suitable precautions should be taken. In a few cases, ulceration has been ` Mer 
a 2 reported with the use of topical steroids for skin conditions involved with impaired circulation NE 
Lotion 0 1 9. (i.e., stasis dermatitis). Prolonged application of corticosteroid-containing products under occlu- dX 
s o ae may d in SN E of V e £ sie hoes T i wien products are Rr. 
j i not for ophthalmic use. Usage in Women o earing Age: use of any drug during pregnancy 15 0 
nn ld ily pocta n : and the lactation period or in women of childbearing age requires that the potential benefits of the a. 
seborrheic dermatitis. drug be weighed against the possible hazards to the fetus or infant. Topical corticosteroids have RM 
not been reported to have an adverse effect on the fetus, but the safety of their use in pregnant MU 
patients has not been definitely established. They should not be CO 
used extensively or for prolonged periods of time in pregnant 
patients, unless the condition requiring treatment warrants the risk. A 
Adverse Reactions: The following adverse reactions have been 
reported with topical corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneiform eruptions, and hypo- oP 
pigmentation. The following may occur more frequently with occlu- AT 
sive dressings than without such therapy: maceration of the skin, SUE 
secondary infection, atrophy of the skin or subcutaneous tissues, X 
striae, miliaria. Dosage and Administration: VALISONE Cream, Oint- 











ment, and Reduced Strength Cream are applied as a thin film over Mri 
the affected skin areas one to three times a day. Clinical studies of Si 
VALISONE have indicated that dosage once or twice a day is often Meal 
feasible and effective. VALISONE Reduced Strength Cream has an i 
aqueous, hydrophilic base that softens and moisturizes the skin. E 
Although occlusive dressings are required infrequently, they may Pa 
enhance therapeutic efficacy in certain refractory lesions of psori- pest 
asis and other dermatoses that are difficult to treat. Apply a few VN 3 
drops of VALISONE Lotion to the affected area of the scalp and Lig 
massage lightly until it disappears. Apply twice daily, in the EM 
morning and at night. Dosage may be increased in stubborn cases; NAT S. 
following improvement, once daily. Apply VALISONE Aerosol 4 
three to four times a day. The container may be held upright or M. 
inverted during use. The spray should be directed onto the affected S 
area from a distance of approximately 6 inches and applied for only E V 
qol. à 3 seconds. Aerosol packaged by Aerosol Techniques, Inc., 
Valisone Armstrong Laboratories Division, West Roxbury, MA. 02132. For Nu + -> 
more complete details, consult package insert or Schering literature — — = 
Reduced Strength available fro oe iae Representative or Professional Services — — 
Cream 0.019 Department, Corporation, Kenilworth, New Jersey 07033. JEDE M 
x o rete SN 
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HALOG maso 


Wherever the cutaneous lesion appears, E 
there is an appropriate form of Halog. C -Halog Cream 0.1% 
Halcinonide Cream 0.1% 
e a 
A 


Discoid lupus erythematosus 


! S =Halog Solution 0.1% 








Halcinonide Solution 0.1% — 








Seborrheic dermatitis 


O-Halog Ointment 0.1% | 


Halcinonide Ointment 0.1% : 


B 
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Psoriasis 


Case histories on file at Squibb Institute for Medical Research See next page for brief summary 


== HALOG niai 


HALOG (Halcinonide) CREAM/OINTMENT/SOLUTION 
Halog Cream 0.025% (Halcinonide Cream 0.025%) 
and Halog Cream 0.1% (Halcinonide Cream 
0.1%) contain 0.25 mg and 1 mg halcinonide 
per gram, respectively, in a specially formu- 
lated cream base. Halog Ointment 0.1% 
(Halcinonide Ointment 0.1%) contains 
1 mg halcinonide (0.1%) per gram in 
Plastibase® (Plasticized Hydrocarbon 
Gel), a polyethylene and mineral oil 

gel base. Halog Solution 0.1% (Hal- 
cinonide Solution 0.1%) contains 
l mg halcinonide (0.1%) per ml. 
CONTRAINDICATION: Topical 
steroids are contraindicated in 
those patients with a history of 
hypersensitivity to any of the 
components of the prepara- 
tions. 
PRECAUTIONS: 
General —]f ir- 
ritation de- 
velops, 


dis- 


associated with exposure of gestating females to topical c 'orticoste- 
roids—in some cases at rather low dosage levels. Therefore, drugs 
of this class should not be used extensively on pregnant patients, 
in large amounts, or for prolonged periods of time. 
Occlusive Dressing Technique—The use of occlusive 
dressing increases the percutaneous absorption of cortico- 
steroids. For patients with extensive lesions it may be 
preferable to use a sequential approach, occluding one 
portion of the body at a time. Keep the patient under 
close observation if treated with the occlusive tech- 
nique over large areas and over a considerable 
period of time. Occasionally, a patient who has 
been on prolonged therapy, especially occlu- 
sive therapy, may develop symptoms of 
steroid withdrawal when the medication is 
stopped. Thermal homeostasis may be 
impaired if large areas of the 
body are covered. Discon- 
tinue use of the occlu- 
sive dressing if 
elevation of the 
body tem- 
perature 
occurs. 





























Occasionally, a patient may develop a sensitivity reaction 
to a particular occlusive dressing material or achesive 
and a substitute material may be necessary. If infection 
develops, discontinue the use of the occlusive dress- 
ing and institute appropriate antimicrobial therapy. 
ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticosteroids, 
especially under occlusive dressings: burning sensations, 
itching, irritation, dryness, folliculitis, hypertrichosis, acne- 
form eruptions, perioral dermatitis, allergie contact dermatitis, 
hypopigmentation, maceration of the skin, secondary infection, 
skin atrophy, striae, and miliaria. 
For full prescribing information, consult package inserts. 
HOW SUPPLIED: The 0.025% and 0.1% Cream and the 0.1% 
Ointment are supplied in tubes of 15 g and 60 g, and in jars of 240 g (8 oz). 
The 0.14€ Solution is supplied in plastic squeeze bottles of 20 ml and 60 ml. 


continue the product and institute appropriate therapy. 
In presence of an infection, institute use of a suitable 
antibacterial or antifungal agent. If a favorable re- 
sponse does not occur promptly, discontinue the 
corticosteroid until the infection has been adequately 
controlled. If extensive areas are treated or if the occlu- 
sive technique is used, there will be increased systemic 
absorption of the corticosteroid and suitable precautions 
should be taken, particularly in children and infants. 
These preparations are not for ophthalmic use. 
Usage in Pregnancy— Although topical steroids 
have not been reported to have an 

adverse effect on human pregnancy, the safety 

of their use in pregnant women has not been 
absolutely established. In laboratory animals, in- 
creases in incidence of fetal abnormalities have been 


Halog Halog Halog Halog 
OintmentO.f | Cream 0.4% Cream 0.025% | Solution 0.1% 


Halcinonide Ointment 0.196 Halcinonide Cream 0.1% Halcinonide Cream 0.025% Halcinonide Solution 0.1% 
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Thyroid Neoplasms 


After Radiation Therapy for Acne 









X article in the January ARCHIVES 
- entitled, "Thyroid Neoplasms After 
~~ Radiation Therapy for Adolescent 
Acne Vulgaris” (114: 53-55, 1978). The 
article was comparatively conserva- 


tive; for instance, the “Comment” was 


started with, "The - association . of 
thyroid neoplasia and à previous histo- 
ry of radiation exposure for the treat- 


ment of acne vulgaris may be purely - 


coincidental....” On the other hand, 
apparently the ‘American Medical As- 
sociation issued a press release that 
led to such headlines as, “Twelve out 
of Twenty Patients Treated for Acne 
With X-rays Develop Thyroid Can- 
cer.” I have received an unprecedent- 
-ed number of phone calls from news- 
apers, television networks, and dis- 
ssed dermatologists, the latter ple- 
: ading with me to “do something about 

it.” The only reply that I can think of 

is to offer this editorial. It will not 
. reach the same audience, in size or 

. variety, as the AM Á's press release. 









However, it is hoped that it will put on 


record the facts of this article that has 
been maligned by quotation out of 
text. 

The article reported of 224 patients 
referred for thyroidectomy because of 
nodules...a MOST special group. Of 
these, 20 gave a history of x-ray ther- 
apy for acne. Twelve of these persons 

... (6095) were found to have cancer o? the 
. . thyroid gland. In the other 204, the 
incidence of malignancy was 22%. Of 


. Arch Dermato!—Vol 114, July 1978 


Jaloyan and Lawrence published an - 


. those. who admittedly received x-ray 
therapy, the dosage and/or half-value 


layer of this energy could be deter- 
mined in only three. Obviously, if one 
is castigating a treatment as being 
carcinogenic, the amount of energy 
used is of crucial importance. As an 
example, if a patient received only one 
treatment of 50 rads, it is foolhardy to 
say that this exposure caused the 
eancer, the theoretie linear hypothesis 


notwithstanding. The excuse, "In. 


spite of repeated inquiries, treatment 
records could not be obtained on the 
other 17 patients," is hardly a license 
for the authors or the AMA to assume 
that these 


to unwarranted conclusions. (It might 
be mentioned that I received 5,400 
rads for acne during my teens without 
ever manifesting any injurious ef- 
fects from this admitted overdos- 


age.) 


The statisties offered by Paloyan 
and Lawrence are insignificant. The 


: number of cases (12/20) are too small 


to allow sweeping conclusions. The 
series is too specialized to offer more 
than an anecdotal report. Yet, these 
studies are another nail in the coffin 
of x-ray therapy in acne, a serious loss 
to the sufferer from that adolescent 
psychic-trauma-causing dermatosis. 
However, its impaet is much less than 
the National Institutes of Health's 


ridiculous campaign to warn patients 


who received x-ray therapy for acne to 


research" and conduct a thorough 


‘neoplasms and malignancies and to 


individuals received a 
dangerous dose of x-rays and to leap 


have their thyroid gland examinet 
regularly by listing this announi 
ment not only in newspapers and on 
radio and television, but in supermar- 
kets as well. 

To combat this, dermatologist 
must put an end to this "revers: 











follow-up of a large series of patient: 
treated with proper x-ray therapy to 
determine the incidence of thyroid 





eompare the findings with an ade- 
quate control. The private practitioner. 
does not have the facilities to conduct. 
a significant follow-up of his patients 
treated for aene prior to 1960. This 
cutoff date is necessary to allow time 
for the tumors to manifest them- 
selves. Perhaps the specialty needs a. 
cooperative study group, such as the 
one that established the facts regard ! 
ing the treatment of syphilis in the. 
1930s...the prepenieillin era. Since 


the New York Skin and Cancer Hospi- 
tal treated the largest series of 


patients with this disease by this 
modality, they should institute thi 

study. This is an emergency unless we 
are content to allow those who regard 
x-radiation as the tool of the devil to 
control our specialty and our thera- | 
py. M" | 
EnviN Epstein, MD — 
Oakland, Calif | 
Dr Epstein is a member of the National 


Research Council Committee on Radiation Ther- 
apy for Benign Diseases. 
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! a double-blind controlled compari- 
tat lasted eight weeks, tablets of zinc 
monohydrate, 411 mg total daily 
and a lactose placebo were 
nistered orally to 22 male subjects 
noderate acne. At the same time, 
f zinc were determined in serum 
rine. There were no statistically 
ant differences in the lesion 
(papules, pustules, open come- 
5, and closed comedones) in the 
eated and lactose-treated cases, 
‘despite evidence in serum and urine of 
bsorption of zinc. The data from this 
dy indicate that oral. zinc therapy has 
early clinical effect on male patients 
moderate acne. 
Arch Dermatol 114:1018-1020, 1978) 





. essential trace metal zinc in aene 
lgaris is an unsettled question. 
tecent dermatological attention has 
een drawn to zinc by the reports 
concerning oral zinc sulfate therapy in 
icrodermatitis enteropathica. ^? The 
terature has not yet given rise to a 
efinitive view on the effect of zine 
ülfate as a single entity in the treat- 
ment of acne. Most journal commen- 
ary pertained to other formulations 
or to zine combinations; standard 
eference works stated that it did not 
ave much effect on comedones,* or 
hat it was "useful,"* or else they did 
t comment directly on its use for 
his condition." 





scribed therapeutic success with zinc 
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Oral Zinc Therapy of Acne 


sorption and Clinical Effect 


he possible clinical effect of the 


By contrast, a recent paper’ de- 


“cians and Surgeons, New York (Dr Sibulkin), and 


sulfate effervescent tablets used for 


the treatment of moderate to severe 
acne. Improvement was noted by the 


end of four weeks of blind study and 
was accentuated during the following 
eight weeks of open study. Acne 
scores, based on a weighted severity 
index, showed a mean decrease from 
100% to 35%. Another recent paper” 


reported that 600 mg/day of oral zinc — 
; X 
four to 12 weeks of double-blind eval- 


sulfate had no effect on aene aft 









uation compared with placebo. These 
studies were of interest to us since oi 





herein, had shown no statistically 
significant differences. - 


Unlike other studies, our investiga- 


tion included concurrent measure- 
ments of zinc absorption. This was 
done to ascertain to what extent the 
onset of clinieal effect, if present, 
would correlate with zinc absorption. 
SUBJECTS AND METHODS 
Patients 


Thirty male patients were admitted with 
their inf ormed consent to this double-blind, 









rris, MD; Alan R. Shalita, MD; David Sibulkin, MD; S. J. London, MD; Eugene H. ene PhD 


parallel-group study after initial screening 
(with lesion counts) to select subjects with 
aene of Pillsbury and associates” grades 2 
and 3. The majority tended toward grade 3. 
All patients were instructed to use the 
same bland cleansing soap in a specified. 
manner, Also, all patients were instructed 
not to use special shampoos, creams, 
lotions, rinses, and facial abrasives that 
might influence the course of the disease. 


An attempt at standardization of diet was 
-made with special emphasis on the avoid- 
ance of foods with high zine content. No 
individuals who required medications with 
| systemic effects, such as PEST were 


own prior unpublished investigati ey to the study. 


of the efficacy of oral zine sulfate vs — — 
lactose placebo in acne, reported 






E | E 








f d; began. with a four-week no- 
ae icd for all pub 


the subjects pap i divided into 
two groups; however, an effort was made 
to arrive at approximate equivalence i in the 


severity of the disease and in the distribu- — . 


tion of kinds of lesions. The double-blind - 
nature of the study was maintained by. 
having the zinc and lactose capsules be - 
identical in appearance and also fully coded 


Table 1. —Means and Standard Deviations. of Lesion Counts During g the = 


"Group Later 
Treated With Zinc 


Papules - 
Pustuies 
Open comedones 


Closed comedones 


Aimeloje&imioisieoioi»imiols 
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Group Later Treated 
with Lactose 











Fr 


so that neither investigators nor subjects 
knew which subject or group received the 
zinc or the placebo. During the next eight 
weeks, the treatment group received zinc 
sulfate monohydrate capsules and the 
second group received lactose capsules, 
both to be taken thrice daily immediately 
after meals. Three tablets, each containing 
137 mg of zine sulfate monohydrate 
(ZnSO,-H,O) per tablet, were taken daily. 


pe PE PTS TEES PARS 9 
4 - 
Evaluation 


The patients were seen at week 0 and 
every two weeks throughout the study for 
lesion counts and for the collection of 
samples for zinc levels in serum and urine 
by atomic absorption spectroscopy. Lesion 
counts—papules, pustules, open comedones, 
and closed comedones—were done on the 
full face, with the forehead, cheeks, and 
chin each done separately. 


Table 2.—Means and Standard Deviations of Lesion Counts During the 
Treatment Period (Weeks 4 to 12) and Percent Change From Week 4. 


Zinc Group 


Papules 


Pustules 


Open comedones 


Closed comedones 





8 
Treatment Week 


Lactose Group 


% Change 
From 
Week 4 


% Change 
From 
Week 4 


Mean SD 
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The subjects were seen weekly for ques- 
tioning as to possible side-effects. As part 
of the selection and initial week 0 evalua- 
tion, they had received a complete physical 
examination and laboratory tests consist- 
ing of complete blood cell count, routine 
urinalysis, and blood sodium, potassium, 
chloride, and carbon dioxide determina- 
tions. This battery of examinations was 
repeated every four weeks. 

For statistical evaluation of the data, 
multivariate analysis of covariance (with 
week 4 as the covariate) was performed on 
the four kinds of lesions to determine the 
significance of treatment differences 
within and between the zine and lactose 


groups. 
RESULTS 


Twenty-two subjects completed the 
study (12 who received zine and ten 
who received lactose). Their ages 
ranged from 16 to 22 years (mean, 19.1 
years). Other subjects who failed to 
appear for particular evaluations were 
considered as not having completed 
the study. 


Washout 
(Weeks 0 to 4) 


In the first four weeks, during the 
no-treatment washout period (Table 
1), the group of patients later treated 


with zinc and those later treated with — 


lactose showed parallel and similar 
decreases in papules and in open and 
closed comedones. There were diver- 
gent changes in pustules, with in- 
creases in one group and decreases in 
the other. However, this enabled the 


Zn Urine Level 
Non inflamed 
Sok ;Lesions 
,12**  *57n Serum Level 
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Inflamed 
Lesions 
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Fig 1.—Zinc therapy. Percent changes in zinc levels in serum and 
urine compared with percent changes in number of inflamed and 
noninflamed lesions during treatment (weeks 4 to 12). 
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Fig 2.—Lactose therapy. Percent changes in zinc levels in serum 
and urine compared with percent changes in number of inflamed 
and noninflamed lesions during treatment (weeks 4 to 12). 
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initial pustule count to be closer 
between groups prior to start of treat- 
ment at week 5. Overall, for inflam- 
matory and noninflammatory lesions, 
the decrease during this washout peri- 
od was significant (P < .05). Both 
groups showed values for standard 
deviations that were generally high 
and continued so throughout the 
study. 


Treatment Period 
(Weeks 4 to 12) 


By week 12, both groups showed 
further decreases in the mean values 
for papules, pustules, and closed come- 
dones. Mean counts for open come- 
dones remained about the same for 
the patients who received zinc (Table 
2) However, for all four kinds 
of lesions, there were no statistical- 
ly significant differences between 
groups at any weekly evaluation, and 
there were no significant changes 
from week 4 at any weekly evalua- 
tion. 


Zinc Levels in Serum and Urine 
(Weeks 4 to 12) 


Percent changes in serum and urine 
levels of zinc were determined. These 
changes in zine were compared (Fig 1 
and 2) to the precent changes in 
noninflamed and inflamed lesions to 
determine whether any increases in 
zinc levels paralleled any shifts in 
lesion counts. 

Serum.—During the washout period, 
zinc levels in serum were approxi- 
mately the same in both groups; 
however, during the treatment period, 
. these levels rose to considerably high- 
er values in the zinc-treated than in 
the lactose-treated group. 

Urine.-Zinc levels in urine were 
approximately the same in both 
groups during the washout, but dur- 
ing treatment reached far higher 
values in the zine than lactose 
patients. 

However, neither the inflamed nor 
the noninflamed lesions showed any 
statistically significant modification 
in the pattern of change by week 8 of 
treatment (week 12 in the study) to 
eorrespond with these rises in serum 
and urine zinc levels. 

There were no significant changes 
in hemograms or in results of urinal- 
yses or blood chemistry studies of 
either the zinc-treated or lactose- 
treated patients during the study, and 
no side-effects were reported in either 
group. Zinc levels in scalp hair were 
also determined and were practically 
unchanged in both groups. They are 
not reported herein because, in hind- 
sight, the method used was not sensi- 
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tive enough to allow detection of addi- 
tional zinc uptake by hair during the 
course of the study. 


COMMENT 


The most striking outcome of our 
study is that although positive zinc 
absorption was achieved in the active 
treatment group, there were no statis- 
tically significant differences  be- 
tween the zine sulfate and lactose 
(placebo) groups as to the course of 
inflamed or noninflamed lesions. 

The hypothesis of zine deficiency as 
one of the causes of acne'*'? is based 
on the belief that the critical step in 
acne production is plugging of the 
sebaceous follicle due to hyperkeratin- 
ization. If this is correct, we could 
expect reversal of this process to be 
evident first in the number of open 
and closed comedones. This was not 
evident during the treatment period, 
except that the open comedones 
changed little with zinc therapy, while 
they increased by over 100% with 
lactose administration. 

Further speculation as to the role of 
retinol-binding protein (RBP) and 
zine deficiency may be made from the 
results of two studies by Michaélsson 
and associates. In a 1976 investiga- 
tion'* of serum concentrations of zinc 
and RBP in healthy adolescents and 
young adults, the RBP level remained 
low during the first three of five 
stages of puberty. The mean zinc valu- 
es were rather constant throughout 
puberty, except for being significant- 
ly depressed in boys aged 13 to 14 
years. 

In a 1977 study" of patients with 
acne, these investigators found a 
significantly lower mean level of 
serum zinc in male patients with 
severe disease than in control sub- 
jects. However, no such difference 
was observed for girls. 

The divergence of results between 
various clinical studies regarding the 
effectiveness of oral zinc may reflect 
the difficulties inherent in study of a 
condition as intrinsically variable as 
acne. In part, it may reflect differ- 
ences in study design. Our investiga- 
tion included an initial four-week 
washout, followed by eight weeks of 
double-blind comparison; we also used 
direct lesion counts instead of 
weighted severity index. Or, the 
divergence of results may reflect 
differences in the characteristics of 
the respective patient populations. 

We do not believe that the failure of 
oral zine to produce an early clinical 
effect in our subjects can be attrib- 
uted to inadequate dosage. Our sub- 
jects received 411 mg of zine sulfate 


monohydrate per day. The therapeutic 
success described by Michaélsson and 
his associates’ was achieved with 609 
mg of zine sulfate daily (correspond- 
ing to 135 mg of elemental zinc daily) 
alone and in combination with vita- 
min A. In another study” of the effect 
of oral zinc and oxytetracycline in 
acne, Michaélsson and his associates 
again achieved good therapeutic re- 
sults with 600 mg of zinc sulfate per 
day. 

In contrast, Burton and Goolamali' 
found no clinical improvement in the 
acne of patients given 660 mg of zinc 
sulfate per day. Likewise, Weismann 
and associates? found that 600 mg of 
zine sulfate per day had no effect on 
acne compared with placebo. 

Whatever be the potential role of 
zinc in acne, the issue is one of 
continuing interest and we encourage 
others to report their findings. 


Thomas C. Grubb, PhD, provided extensive and 
invaluable commentary on zinc deficiency in 
relation to acne, and Wesley F. Rockhold assisted 
in the preparation of this manuscript. 
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Tendency of Fluorouracil to Conceal Deep 
Foci of Invasive Basal Cell Carcinoma 


Frederic E. Mohs, MD; Daniel L. Jones, MD; Robert F. Bloom, MD 


® Topical fluorouracil treatment of inva- 
sive basal cell carcinomas (BCC) is not 
recommended because it often produces 
the appearance of control with superficial 
inhibition of the tumor as the deeper 
extensions continue to grow, which 
results in a needless delay in obtaining 
effective treatment. These conclusions 
are based on data obtained during the 
microscopically controlled excision of 
103 invasive BCCs of the face that had 
recurred after topical fluorouracil treat- 
ment. 

(Arch Dermatol 114:1021-1022, 1978) 


eee fluorouracil treatment of 
invasive basal cell carcinoma 
(BCC) of the face can result in partial 
or complete healing of the skin overly- 
ing deeper extensions of the neo- 
plasm. The misleading appearance of 
control may persist for months or 
years as the cancer invades deeply and 
extensively before its presence again 
becomes clinically obvious. This report 
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concerns the cases of 103 patients 
whose BCCs had been unsuccessfully 
treated elsewhere with topical fluoro- 
uracil and who had reported to our 
chemosurgery clinics for microscopi- 
cally controlled excision of their 
neoplasms. 


SUBJECTS AND METHODS 


The 103 patients had been given topical 
applications of fluorouracil that ranged 
from 1% to 5% in either a vanishing cream 
base or a propylene glycol solution; the 
most common preparation was the 5% 
cream. Usually the medication was applied 
twice daily to the cancer and in some cases 
it was covered with an occlusive dressing, 
such as a thermoplastic wrap. The period of 
treatment ranged from one to five weeks; 
the most common time was three weeks. In 
some cases, however, the fluorouracil was 
used intermittently for a year or more and 
treatment was resumed with each recur- 
rent breakdown of the skin over the 
tumor. 

Prior to the administration of fluoroura- 
cil, all except 18 of the patients had 
received previous treatment with one or 
more modalities, such as curettage and 
electrodesiceation, radiation, surgery, or 
cryosurgery. In most cases the topical 
fluorouracil appeared to have been given as 
a last resort after the other treatments had 
failed. This “holding maneuver” created a 
six- to 18-month delay until effective treat- 
ment was sought. 

When they reported to the chemosurgery 
clinics, nearly one fourth of the patients 


had lesions that were covered by normal- 
appearing skin, as in Fig 1. In such cases 
the recurrences were usually noted by 
palpating a deep nodulation in the scarred 
area. In the remaining cases in which the 
lesions were ulcerated, there often was 
relatively little grossly discernible neoplas- 
tic tissue (Fig 2). The topical fluorouracil 
often caused inhibition of the superficial 
part of the cancer to make the lesion 
appear relatively innocuous even though 
the ulceration persisted. 

These recurrent cancers were removed 
chemosurgically either by the fresh-tissue 
technique (Fig 1) or by the fixed-tissue 
technique (Fig 2).'* The first excised layer 
typically consisted of scar or granulation 
tissue with few, if any, cancer cells. 
However, at a deeper level in the lower 
dermis or upper hypodermis, a few strands 
of carcinoma were observed and finally, at 
a still deeper level, solid masses of tumor 
were found, (Fig 2, bottom right). Many 
cancers extended widely beyond the clini- 
cally apparent borders, either in the dermis 
at the periphery or along fascial planes, 
nerves, periosteum, or perichondrium at 
deeper levels. For example, an apparently 
healed lesion on the bridge of the nose was 
found to involve the full thickness of the 
nasal bridge and to deeply invade the 
septum and turbinates (Fig 1). Another 
example was a seemingly innocuous, super- 
fieially uleerated lesion in the nasolabial 
fold; the BCC was found to extend widely 
in the surrounding tissues, as well as to 
invade deeply into the nasolabial fold and 
through the full thickness of the nasal ala 
(Fig 2). Both of these cancers had recurred 





Fig 1.—Left, Skin-covered lesion after topical fluorouracil treatment of basal cell carcinoma in numerous 
courses during three-year period. Defect resulted from previous radiation therapy. Center, Granulations after 
microscopically controlled excision that revealed extensive, clinically undetectable invasion of septum and 
walls of nasal cavity. Right, Lesion after repair. There was no recurrence in five years. 
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Fig 2.—Top left, Ulcerated basal cell carcinoma (BCC) asure after topical fluorouracil 
treatment that had followed radiation therapy, excision and grafting, cryosurgery, and 
curettage and electrodesiccation. Top right, Granulations after chemosurgical excision 
of carcinoma that invaded bridge, cheek, and full thickness of ala. Bottom left, Healed 
lesion before reconstruction. There was no recurrence in seven years. Bottom right, 
Specimen taken near ulcer showing deep focus of BCC underlying intact epidermis 
(hematoxylin-eosin, original magnification x 40). 


after multiple treatments of various kinds 
and both exhibited deep downgrowths that 
were far beyond the level to which topical 5 
FU could be expected to penetrate. Using 
the microscopically controlled chemosurgi- 
cal techniques, the extensions were pre- 
cisely delineated, which permitted conser- 
vation of much of the anatomy of the nose. 
This facilitated satisfactory repair of the 
defects six to 12 months later. Earlier 
repair usually is avoided to permit prompt 
recognition of possible outlying foci of 
cancer that may have been disconnected 
from the main mass either by the topical 
fluorouracil or by the other treatments 
that had been used previously. 


COMMENT 


Although topical fluorouracil has 
been demonstrated to be very effec- 
tive in the treatment of multiple 
actinic keratoses,’ its use in the 
treatment of skin cancer usually is 
limited to superficial BCC,*' which 
most often affects the trunk and 
extremities but is quite rare on the 
face. It is important to emphasize that 
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the term "superficial BCC” refers to a 
distinct entity that is characterized by 
clumps of basaloid cells that bud off 
the epidermis and spread through the 
papilary dermis. Even though the 
neoplasm may spread radially to a 
large diameter, it usually remains 
superficial and noninvasive. However, 
if topical fluorouracil is chosen for the 
treatment of this tumor, an active 
five-year follow-up is essential be- 
cause even in this superficial neo- 
plasm there can be somewhat deeper 
downgrowths or unexpected peripher- 
al outgrowths that the fluorouracil can 
hold in check for several years before 
they again become clinically detect- 
able. 

Although many early BCC of the 
face may appear to be superficial and 
rather benign, they frequently invade 
the reticular dermis and the superfi- 
cial hypodermis. Because these deeper 
extensions are not regularly reached 
by topical fluorouracil in its present 
vehicles,* there are likely to be recur- 


rences eve n ir 1 small BCC that could be 
pesi effectively by a "huinber of 
time-honored modalities. Deeper neo- 
plasms that have recurred after vari- 
ous other treatments are even lese 
likely to be reached by topically 
applied 5 FU and though they may 
appear to improve temporarily, the 
delay in obtaining effective treat- 
ment may permit the cancer to reach 
an advanced stage. 

It should be noted that 15 squamous 
cell carcinomas that failed to respond 
completely to topical fluorouracil that 
was prescribed elsewhere also have 
been excised in our chemosurgery 
clinics. Bowen’s disease does respond 
to topical fluorouracil, but because 
this neoplasm often extends to the 
bottom of hair follicles, recurrences 
after the administration of fluoroura- 
cil are not uncommon.’ Erythroplasia 
of Queyrat also responds to topical 
fluorouracil. However, because both 
entities can evolve into invasive squa- 
mous cell carcinoma, active five-year 
follow-up after the administration of 
topical fluorouracil is essential. 

In conclusion, BCC can vary in 
behavior from borderline-benign to 
highly aggressive and destructive. 
Great disfigurement and morbidity 
can result from the most aggressive 
tumors. To date, no simple treatment 
by topical applications has been found 
to consistently eradicate these tu- 
mors. Each case should be individual- 
ized and the best approach available 
should be used as the primary treat- 
ment. As these 103 cases demonstrate, 
topical fluorouracil should not be 
included in the methods used to treat 
invasive BCC. 





Nonproprietary Name 
and Trademarks of Drug 


Fluorouracil—Zfudez, Fluoroplez. 
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. 9 The records of ten patients “witi 
- Lucio's phenomenon showed clinical 
* histopathological changes similar t 

ZI those virage: ud others. Luc 1 
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phritis in one patient were nexpected E 


findings of unknown relevance. 
(Arch Dermatol 114:1023-1028, 1978) 


I 1852 Lueio and Alvarez described 
a necrotizing skin reaction that 
oceurred in patients with nonnodular 
leprosy. 









1a clinically the reaction was re- 
stricted to patients with diffuse, 

 nonnodular lepromatous leprosy. La- 
tapi and Zamora named the necrotiz- 
ing Ss reaction ' 


rotizing reaction was a vasculitis and 
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Latapi and Zamora recog- 
nized that histopathologically the nec- 


Juücio's phenome- 
non" or “erythema necroticans” and . Any 
the diffuse, nonnodular lepromatous ~ California Medical Center. With the excep- 


infiltration "pure and primitive dif- 


Lucio’s Phenomenon and Diffuse | 
Nonnodular Lepromatous Léproiy 


Thomas H. Rea, MD, Norman E. Levan, MD 


 Bübséquent to these landmark pa- 


. others have recognized the 


yndrome of Lucio's phenomenon. 


vidently the syndrome is common in 


. Mexico and Central America,'^ but it 
is encountered only rarely elsewhere 


in other racial groups." It has been 


suggested that Lucio’s phenomenon 





epresents a reticuloendothelial block- 


ade, or a variant of erythema nodo- 
` sum leprosum.”” 


A recent report indicates that 


` Lucio’s phenomenon involves the dep- 


osition of immune complexes in the 
walls of blood vessels. Also, levels of 
enzymes derived from macrophages, 
specifically lysozyme and angiotensin- 
converting enzyme, which were found 
to be generally elevated in the serums 
of patients with leprosy, were particu- 
larly high in patients with Lucio’s 


phenomenon."*'* These observations 
from our patients prompted this 


retrospective study of our clinical 
experience with Lucio’ s phenomenon. 


PATIENTS AND METHODS 


The. ‘subjects were patients of the Los 
County- University of Southern 





tion. of epieutaneous sensitization to dini- 


trochlorobenzene (DNCB) or dinitrofluoro- 
benzene (DNFB), which were used as 
described elsewhere,* data were obtained 
by routine clinical procedures. Tuberculin 
units of PPD either in pill .. 


testing used 5 
form or in a polysorbate (Tween) 80-stabi- 
lized solution; these preparations gave 
similar results when administered simulta- 
neously." Histological sections were rou- 
tinely stained with hematoxylin-eosin and 
by the Fite-Faraco method for demonstrat- 
ing acid-fast bacilli (AFB). 


are the subject: of this report. 


Texas, but all were raised in Mexico. 


leonine facies but without nodules 


gressing to total loss under our obser. 
tal alopecia of the scalp in one. Simi 


larly, an aeral, distal, symmetrica 


prick, and light touch perceptio 
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RESULTS - 


Ten pad : ente who were “jugs 
have characteristic acute skin lesio 





There were four women and + 
men with an age range of 28 to 5T 
years and a median age of 36 years 
Eight were born in Mexieo and two it 


The physical signs of leprosy, apa 
from the lesions of Lucio's phenome 
non, be em D to the d 


Likewise, alopecia of the eyebrows 
and eyelashes was universal. Nine had 
total eyebrow-eyelash alopecia whe: 
they were initially seen and the tent! 
had partial alopecia that was pro- 


vation. Alopecia of the arms and leg 
was noted in two patients and a fron 


anesthesia was present in all patients 
This ranged from gross and wide 
spread, ie, loss of temperature, pin 


throughout all four extremities, to 
subtle and limited, ie, loss of only 
temperature perception and found 
only below the knees. Also, a destrue- : 
tive rhinitis was present in all — 
patients; five had an associated perfo- 
ration of the nasal septum and one 
had a collapse of the bridge of the — 
nose. Conversely, and also as de- 
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Fig 1.—Group of well-developed acute lesions demonstrating Fig 2.—Extensive and numerous open ulcerated lesions and 

arcuate borders and indicating variations in configuration and healed lesions manifested by atrophic scars. Multiple leg ulcers 

size of lesions (from Quismorio et al”). should suggest diagnosis of leprosy if patient is from endemic 
area. 


Immunologic Data of Patients With Lucio's Phenomenon* 








Lymphocyte/ 
Patient PPD in mm DNCB/DNFB IgG, mg/Liter IgA, mg/Liter IgM, mg/Liter Syphilitic cu mm 
No. Lepromin induration Sensitization (2,000) (400) (250) Reagin FTA of Blood 




























































1 Neg 20 Pos 2,900 500 370 NR/WR NR 2,500 
2 NP 0 Pos Normal Normal Elevated R NR 2,200 
3 Neg 0 Neg 2,300 500 640 NR NP 600 
4 Neg 0 Pos NP NP NP NR/WR NR 1,700 
9 Neg 16 Neg 2,100 350 200 R NR 600 
6 NP 0 NP NP NP NP R NR 500 
7 NP 0 Pos 1,600 850 225 WR NR 3,100 
8 NP 9 NP NP NP NP NR/WR WR 2,600 
9 NP 40 Neg 1,475 600 270 NR NP 1,600 
10 NP 0 Pos 1,650 750 470 NR NP 1,200 






*DNCB indicates dinitrochlorobenzene; DNFB, dinitrofluorobenzene; FTA, fluorescent treponemal antibody-absorption test; neg, negative; pos, positive; 
R, reactive; NR, nonreactive; WR, weakly reactive; and NP, not performed. Numbers in parentheses represent the upper limits of normal by the methods 
used. 


scribed by Latapi and Zamora, ocular with a palpable spleen had a normal  palpatation, were observed in five 
involvement was remarkable by its hepatie wedge pressure and a liver patients. Without exception these 
uncommonness. Thus, of the six biopsy specimen that demonstrated subeutaneous lesions were neither 
patients who were examined by the normal hepatocellular architecture but painful nor tender. These lesions were 


slit-lamp technique, only one demon- AFB in hepatic phagocytes. apt to occur on the extremities, 
strated beading of a corneal nerve and As described by Latapi and Zamo- buttocks, and abdomen. 

no other ocular sign of leprosy was ra, the lesions of Lucio’s phenomenon The earliest clinical changes of the 
found. involved both skin and subcutaneous acute skin lesions (Lucio’s phenome- 


A palpable spleen was present in tissue. Firm subcutaneous nodules non) were slightly indurated, light 
three patients. Other tests for spleno- and plaques, which were up to 5 em in blue plaques with erythematous halos. 
megaly were not used. One patient diameter and perceptible only by These earliest lesions evolved to typi- 
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proliferation and thrombus formation. Note sparse inflammatory infiltrate (hematoxylin-eosin, x 300). 
Right, Same lesion demonstrating acid-fast bacilli in endothelial cells and within lumen (Fite-Faraco 


stain, x 300). 





Ex 


^ 


staining nuclei, early epidermal regeneration in floor of microscopic vesicle, and passive 
congestion of some superficial vessels (hematoxylin-eosin, x 150). 


cal acute lesions in 24 to 48 hours. The 
typical, well-developed skin lesions 
were barely palpable, dark red (hem- 
orrhagic), sharply marginated, irregu- 
lar plaques. As seen in Fig 1, the 
borders often consisted of a series of 
ares, with the convex side of the are 
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lying within the lesion and thus giving 
rise to a serrated or stellate configura- 
tion. At the time of presentation, 
these acute lesions ranged from two to 
30 in number, and from 0.2 to 5.0 em in 
greatest diameter; the larger lesions 
were apt to become bullous (usually 


flaccid) as they evolved. Lesions were 
most common on the legs and progres- 
sively less common on the thighs, fore- 
arms, and buttocks. The remainder of 
the trunk and the head and neck were 
not involved. 

When they were initially seen, each 
patient demonstrated crusted lesions, 
ulcers, and scarring, which are seque- 
lae of the acute change (Fig 2). Crusts 
were usually less than 1.5 em in diam- 
eter, whereas ulcers ranged from 1 to 


6 em in diameter. The latter varied in - 


depth but usually had granulation 
tissue. As previously described, scars 
were atrophic and sometimes irregu- 
lar in shape. Ulcers were usually below 
the knees. Above the knee, crusted 
lesions usually healed without becom- 
ing obvious ulcerations. 

Seven patients came to the center 
primarily because of leg ulcers and 
three primarily because of pain. 
Although six patients complained of 
pain in their acute skin lesions, in 
none was tenderness elicited. 

In two patients, Lucio's phenome- 
non preceded any other complaint 
referable to leprosy, as judged by 
history. In both of these patients 
acute lesions were cyclic in nature. In 
one patient they were present only 
during pregnancy (four episodes in 
seven years) and in the other, acute 
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EUR, PISA IN 
« Fig 5.—Aggregates of acid-fast bacilli within endothelial cells and 
wall (? smooth muscle cells) of vesse! at dermal-subcutaneous 
junction (Fite-Faraco stain, original magnification Xx 300). Vessel ° 
4 appeared to be normal on hematoxylin-eosin-stained sections 


: i (from Quismorio et al'?). 
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A o of Fig 6.—From well-developed acute lesion showing viable, keratin- 
E ua izing epidermis with necrotic epidermis forming crust. Necrotic 
E 1 P epidermis is identifiable by nuclear ghosts in necrotic prickle cell 
E. E layer and melanin in necrotic basal cell layer (hematoxylin-eosin, 
by “J original magnification Xx 300). 

E = lesions were associated with winter ^ elevated (40 mm/hr or greater) in Table. 

— respiratory infections (seven episodes seven of seven patients. Of six patients who were tested, 
E in seven years). In both of these Results of routine urinalysis were one, who was judged to be an alcoholic, 
S patients other signs of leprosy evolved abnormal in two patients. In one had a low prothrombin time, which 
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before a diagnosis of leprosy was 
established. Of the remaining eight, 
the initial sign of leprosy was 
eyebrow-eyelash alopecia in five pa- 
tients, and in one patient each the 
initial sign was nasal stuffiness, acral, 
distal, and symmetrical anesthesia, 
and alopecia of the extremities. 

The elapsed time from the first sign 
or symptom referable to leprosy to the 
diagnosis of leprosy ranged from two 
months to ten years, with a median 
time of four years. 

In eight patients Lucio’s phenome- 
non occurred prior to the diagnosis 
and treatment of leprosy. In two 
patients the diagnosis of leprosy had 
been established for several years but 
the patients had received only sporad- 
ic chemotherapy, and no chemothera- 
py for the three months preceding the 
onset of Lucio’s phenomenon. 

None of the ten patients were 
febrile when they were initially seen. 
Since seven were initially seen as 
inpatients, this absence of fever is not 
for want of observation. 

Leukocytosis or absolute neutro- 
philia (6,200/cu mm or more) was not 
present. Lymphopenia (less than 
1,000/cu mm), which was associated 
with splenomegaly, was present in 
three patients. A mild normochromic, 
normocytic anemia was present in 
seven patients and the ESR was 
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patient the diagnosis was cystitis 
associated with pregnancy, and the 
results of urinalysis became normal 
after delivery. The other had persis- 
tent hematuria without casts and no 
azotemia, but a reduced creatinine 
clearance value (60 ml/min; normal is 
110 ml/min or greater). Kidney tissue 
obtained by needle biopsy demon- 
strated a proliferative and exudative 
glomerulonephritis, but it was nega- 
tive for immunoglobulin and comple- 
ment components by direct immuno- 
fluorescence. 

The serum albumin concentration 
was below normal (3.5 to 4.5 g/dl) in 
four patients, the lowest value, 2.7 
g/dl, was found in the patient with 
nephritis. The serum globulin concen- 
tration was above normal (3.0 to 4.0 
g/dl) in nine patients; it ranged from 
4.] to 5.8 g/dl. Immunoglobulins were 
quantified in seven patients and a 
variety of patterns of elevations was 
found (see Table for a summary of 
immunologic data). Results of syphi- 
litic reagin and fluorescent trepone- 
mal antibody-absorption tests are 
summarized in the Table. Lepromin 
tests elicited no immediate (Medi- 
na's) 48-hour (Fernandez) or late 
(Mitsuda) responses in the four 
patients who were tested. Tuberculin 
responsivity and results of DNCB/ 
DNFB testing are summarized in the 


promptly returned to normal in asso- 
ciation with the administration of 
vitamin K. 

Routine chest  roentgenograms 
were normal in all ten patients. No 
active tuberculous foci could be identi- 
fied in tuberculin-positive patients. 
Results of the following serum studies 
were uniformly normal: glutamic py- 
ruvie transaminase, lactic acid dehy- 
drogenase, creatinine phosphokinase, 
alkaline phosphatase, urea nitrogen, 
creatinine, uric acid, bilirubin, and 
sodium, potassium, chloride, and bi- 
carbonate ions. 

Patients were followed up from one 
month to seven years, with a median 
follow-up time of one year. Two crite- 
ria for remission were used: cessation 
of new acute lesions and healing of 
ulcers. In four patients new lesions 
ceased within two weeks of the 
administration of dapsone. In five 
patients, new lesions continued to 
appear for as long as five months 
after the institution of dapsone thera- 
py. In three of these five, the substitu- 
tion of rifampin for dapsone was asso- 
ciated with the prompt cessation of 
new acute lesions. 

Thalidomide therapy was tried in 
four patients. In one its use was asso- 
ciated with the cessation of new acute 
lesions, but its abrupt withdrawal 
after seven days did not alter the 
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patient's favorable course. In the 
.  xemaining three, the use of thalido- 
mide, up to 100 mg three times per 
day, was associated with the contin- 
<o ued appearance of new acute lesions. 
T Prednisone was used in only one 
: patient. During two short courses of 
.. prednisone therapy, the remission of 
. acute lesions was associated with its 
use and exacerbation was associated 
with its withdrawal. 

The larger uleers were the slowest 
to heal, but reepithelialization was 
complete in three to six months 
following the institution of antilepro- 
sy chemotherapy. 

Erythema nodosum leprosum devel- 

ect oped i in four patients after the institu- 
_ tien of dapsone therapy. The erythe- 

. ma nodosum leprosum had its onset 
from three months to three years 
after the start of dapsone therapy. In 
each instance, erythema nodosum 
.leprosum was typical, ie, tender skin 
and subcutaneous lesions, fever, leu- 
koeytosis, and neutrophilia in blood 
and tissue; the three patients who. 








were given thalidomide responded: T 


favorably and promptly. 


Seventeen biopsy specimens: that " 
were obtained prior to therapy were - 
. available for review. Acute skin lesion | 
samples ranged from early to late in. 

evolution. Subcutaneous. plaques. ando- 
the skin adjacent to chronic ulcers. 










were also sampled. 


In all specimens foamy kases RT 


were present in small foeal collections 
in the dermis and subcutaneous 
tissues. Some foci were perivascular 
and others were unrelated to vessels. 
Abundant AFB and globi were 
found. 
Vascular changes were prominent. 
Endothelial proliferation, ^ which 
ranged from a mild inerease in the 
number of endothelial cells to luminal 
. obliteration in association with throm- 
‘posis, was present in the medium- 
| ized vessels of the dermis and subcu- 
tis (Fig 3). These changes appeared to 
be focal in nature, as normal vessels 
were common. The sparse inflamma- 
tory infiltrate associated with the 






present. An intense passive conges- 
tion of the superficial vessels of the 
dermis that was accompanied by 
extravasation of erythrocytes was 
present in seven patients (Fig 4). 
Dense aggregates of AFB could be 
found within the walls and endothe- 
lium of normal appearing (by hema- 

n toxylin-eosin) vessels, as well as in 
.. . vessels that showed proliferative or 

— congestive changes (Fig 3 and 5). 

Ischemic necrosis of the epidermis, 
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with or witl 
structures, was striking. In what were 
clinically the earliest acute lesions, 
ischemic epithelial necrosis and vascu- 
lar changes were well developed. Thus, 
the epidermis was necrotic (poorly 
staining nuclei) from the basal 
through the granular layers, but 
regeneration was already evident at 
the periphery (Fig 4). Necrotie and 
regenerative changes were evident in 
sweat ducts and glands. In what were 
typical mature acute lesions, the 
process of epithelial regeneration was 
well established. Thus, a new, conify- 
ing epidermis could be entirely regen- 
erated but with the old, infarcted 
epidermis still present as a crust 
above the newly formed stratum 
corneum (Fig 6). 

Ischemic epidermal necrosis was 
observed in specimens from eight of 
the ten patients. In the two who did 
not exhibit this change, we postulate 
that biopsies were performed on 


comparatively old lesions and the 
superficial, infarcted epidermis was 
exfoliated during the fixation of the 
tissue. 


The subcutaneous tissue in three 


patients showed a lobular panniculitis 
with à neutrophilic and ly mphocytic 
infiltrate. In two instances necrosis 


was evident. The acute changes 


-appeared to be followed by fibrosis. 


COMMENT 


Our clinical and histopathological 
findings in ten patients with Lucio’s 
phenomenon are consistent with those 
reported by Latapi and Zamora’ and 
others." Briefly, Lucio's phenome- 
non occurred in patients with diffuse 


nonnodular leprosy, ie, the PPDL of- 
Latapi and Zamora. Lucio’s phenome-. 
non clinically consisted of subtle acute | 
inflammatory lesions that evolved - 
into hemorrhagic infarcts, which, in. 
turn, progressed to crusted erosions or 
frank ulcerations that healed with — 
stopathologically the — 
process was charac 


* 





atrophie scars. H 





zed by endothe- 
lial proliferation, thrombosis, ischemic 


proliferative change was chiefly lym- . necrosis, and a mild inflammatory 


phocytie, but a few neutrophils were © 


infiltrate. 

The full range of reported clinical 
phenomena was not encountered in 
our series, which probably reflects its 
small, unselected nature. For example, 
severe, prolonged morbidity and poor 
response to therapy as reported by 
Moschella® and by Donner and Shive- 
ly" were not seen by us. Similarly, 
fever, leukocytosis, and absolute neu- 
trophilia^*'" were absent in our se- 
ries. 

Conversely, some of the phenomena 





out necrosis of ‘adnexal ^^ 


other associated evidence of hyper- 


thrombopenia. Although the cause of 
the splenomegaly was never estab- 
‘lished histopathologically, and liver. 
biopsy with hepatic wedge pressure ` 


think it likely that leprosy was respon- 
sible for the splenomegaly because — 


Lepromatous Leprosy—Rea & Levan 






















































orved in. our patients may orm 
not be a part of the syndrome of 
Lucio's phenomenon. For example, the 
glomerulonephritis is hard to explain. 
Because Quismorio et al" have found - 
evidence that Lucio’s phenomenon is 
associated with immune-complex dep- 
osition, the possibility of similar inju- 
ry to the glomerulus is raised. 
Although the histological changes in 
the kidney were consistent with 
immune-complex injury, no immuno- 
globulin or complement componen 
eould be found; this suggests that the 
nephritis eould be either coincidental 
or associated with leprosy by a mecha- 
nism other than that which accounts 3 
for Lucio's phenomenon.” | 

Similarly, our finding of lymphope- 
nia in three of ten patients is an 
arresting finding but difficult to 
interpret. Data allowing calculation of 
a lymphocyte count were present in 
three previously reported cases," 
and low counts, 1,400 , 900, and 1 '200/ 
cu mm, respectively, were presel 
Although the distribution of normal 
lymphocyte counts has been thorough- 
ly sap ie in only one study," 
counts. of 600/eu mm or less, as in. 
three of our ten patients, are patently 
abnormal. There are few studies of 
lymphocyte counts in untreated lepro- 
sy. Sher et al" found a statistically | 
significant lower mean lymphocyte 
count in ten untreated lepromatous 
patients as compared with controls 
and treated lepromatous patients, but 
Nath et al? found no lymphopenia in 
eight untreated lepromatous patients. 
In our three lymphopenic patients 
with Lucio’s phenomenon, splenomeg- 
aly was present in all, but without 





splenism, specifically neutropenia or 


was performed i in only one patient, we ` 


evidence of other diseases known to 
produce splenomegaly was scant, and - 
because, in the two patients who were 
followed up for a sufficient period, the- 
spleen became nonpalpable in associa- 
tion with antileprosy chemotherapy 
We have no evidence as to mecha- 
nisms linking lymphopenia and. 
splenomegaly, but Bullock's study," - 
which demonstrated splenie seques- 
tration of lymphocytes in murine 
leprosy, is an experimental model that 
might conceivably pertain to this 
problem. This series was too small to 
indicate if the lymphopenia had asso- 
ciated functional changes (Table). 
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. The absence of an 
response to lepromin testing (Medi- 
na's responsiveness) is the only find- 
ing of ours contrary to those of Latapi 
and Zamora.' Others have also re- 
ported no immediate response.*** The 
eause for this difference is not known, 
|. but the variability in the antigenic 
= composition of lepromin seems to be a 
likely explanation. 
.; Our patients with Lucio’s phenome- 
non, when eompared with our patients 
with erythema nodosum leprosum,” 
provide further data that helps to 
distinguish between these two syn- 
dromes. In particular, patients with 
Lucio's phenomenon did not respond 
to thalidomide, tenderness, fever, or a 
peripheral blood neutrophilia did not 
develop, and, as observed by others, 
these patients did not have nodular 
lepromatous lesions. Even if both 
syndromes should be proven to be 
-caused by the deposition of immune 
-.eomplexes, their individuality, in our 
= opinion, would still be evident, just as 
 penicillin-induced urticaria and ana- 
phylaxis, although they are mutually 
mediated by penicilloyl-specific IgE 
antibodies, are distinctive syn- 
; dromes. 
. . The idea of Romero et al’ that 
< Lueio's phenomenon is attributable to 
. retieuloendothelial blockade is not 
= inconsistent with evidence that im- 
. mune complexes may be pathogenet- 
. ic.’ In studying patients with lupus 
. erythematosus, Frank et al* found 
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that the impaired upt 
complexes by the spleen was asso- 
ciated with the presence of such 
complexes in serum. 

The term "diffuse," as applied to 
lepromatous leprosy, has several uses. 
Lepromatous patients without nodu- 
lar lesions may be said to have diffuse 
lepromatous leprosy. The clinically 
normal skin of patients with nodular 
or nonnodular lepromatous leprosy 
usually shows multiple small foci of 
foamy histiocytes containing AFB 
and may be said to be diffusely infil- 
trated." Clinically, in some patients 
with nodular or nonnodular leproma- 
tous leprosy, the skin may show a 
generalized thickening that is often 
associated with an erythema and may 
be said to be a diffuse infiltration. A 
nonnodular type of diffuse leproma- 
tous leprosy is evidently not uncom- 
mon in racial groups other than Mexi- 
can.^^ However, there is no data 
bearing on the problem of why Lucio's 
phenomenon is common only in the 
diffuse lepromatous leprosy of Mexi- 
cans. 

The existence of diffuse, nonnodu- 
lar lepromatous leprosy raises two 
reciprocal questions. Why do no nodu- 
lar lesions form? What is the mecha- 
nism of nodule formation? That PPDL 
represents early disease is not a satis- 
factory explanation because patients 
with PPDL often manifest signs indi- 
eating extensive and far advanced 
illness, such as splenomegaly, perfora- 








References 


12. Joplin WH: Reactional leprosy or leprosy in 
reaction. Lepr Rev 30:194-196, 1959. 

13. Quismorio FP, Rea T, Chander S, et al: 
Lucio's phenomenon: Àn immune complex depo- 
sition syndrome in lepromatous leprosy. Clin 
Immunol Immunopathol 9:184-193, 1978. 

14. Rea TH, Taylor CR: Serum and tissue 
lysozyme in leprosy. Infect Immun 18:847-856, 
1977. 


15. Lieberman J, Rea TH: Serum angiotensin- 
converting enzyme in leprosy and eoccidioidomy- 
eosis. Ann Intern Med 87:422-425, 1977. 

16. Rea TH, Quismorio FP, Harding B, et al: 
Immunologie responses in patients with leproma- 
tous leprosy. Arch Dermatol 112:791-800, 1976. 

17. Rea TH, Seltzer R, Levan NE: Comparative 
tuberculin reactions. JAMA 229:1165, 1974. 

18. Drutz DJ, Gutman RA: Renal manifesta- 
tions of leprosy: Glomerulonephritis, a complica- 
tion of erythema nodosum leprosum. Am J Trop 
Med Hyg 22:490-502, 1973. 

19. Bullock WE, Callerame ML, Panner BJ: 
Immunohistologieal alteration of skin and ultra- 
structural changes of glomerular basement mem- 
brane in leprosy. Am J Trop Med Hyg 23:81-86, 
1974. 

20. Zacharski LR, Elveback LR, Linman JW: 
Leukocyte counts in healthy adults. Am J Clin 
Pathol 56:148-150, 1971. 

21. Sher R, Holm G, Kok SH, et a: T and CR: 
lymphocyte profile in leprosy and the effect of 
treatment. Infect Immun 13:31-35, 1976. 

22. Nath I, Curtis J, Bhutani LK, et al: Reduc- 
tion of a subpopulation of T lymphocytes in 








ke of immune 


tions of the nasal septum, and neuro- 
logical deficits. Also, the presence qf 
notably high serum levels of lysozyme 
and angiotensin-converting enzyme 
in patients with Lucio’s phenomenon 
is consistent with the idea that these 
patients have particularly extensive 
histiocyte  infiltrations.'^'* Current 
views of granuloma formation include 
the accumulation and organization of 
monocyte-derived cells as modulated 
by lymphokines controlled by antigen- 
specifice T-lymphocytes.” Current 
views of the immunology of leprosy 
include scant or absent cell-mediated 
immune responses toward antigens of 
Mycobacterium leprae in lepromatous 
patients." Perhaps the failure of 
nodule formation in PPDL could be 
attributed to the absence of any 
specific cell-mediated immune re- 
sponses. Conversely, nodule formation 
then becomes interpretable as an 
expression of a specific cell-mediated 
immune response, however feeble and 
without evident benefit to the host. 
These speculative ideas are consistent 
with the observations of Leiker, who 
found a greater degree of lepromin 


responsivity in patients with nodular 


lepromatous leprosy than in those 
with diffuse lepromatous leprosy. 
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Percutaneous Absorption 


in Experimental Epidermal Proliferation 


Anne E. Solomon, MB, MRCP, Nicholas J. Lowe, MB, MRCP 


* Essential fatty acid deficiency (EFAD) 
results in epidermal hyperproliferation 
with acanthosis and hyperkeratosis. The 
EFAD hairless mouse has been used to 
study the percutaneous absorption of a 
0.1% solution of 4-^C-hydrocortisone. In 
vitro absorption was increased signifi- 
cantly through EFAD compared with 
normal hairless mouse skin. This is fur- 
ther evidence for a defective skin barrier 
function in epidermal hyperproliferation. 

(Arch Dermatol 114:1029-1030, 1978) 


ssential fatty ^ acid-deficient 

(EFAD) rats! show increased 
transepidermal water loss? that may 
be reduced by the topical application 
of either linoleic acid esters or 
sunflower seed oil.^* This suggests a 
defective skin barrier function in 
EFAD. Essential fatty acid-deficient 
mice develop acanthosis, hypergranu- 
losis, inereased epidermal DNA syn- 
thesis, and rapid epidermal cell transit 
and may be used as a model of exper- 
imental epidermal hyperprolifera- 
tion.^* Little is known of the barrier 
to topically applied drugs in prolifer- 
ating epidermis. This study used the 
EFAD mouse to measure the rate of 
percutaneous absorption of a topical 
corticosteroid in experimental epider- 
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mal hyperproliferation. 
MATERIALS AND METHODS 


Hairless mice of the HRS/J strain were 
used. The animals were obtained at 
approximately 3 weeks of age. Nine male 
mice were fed with an EFAD diet, as 
previously described? The animals were 
killed and the abdominal skins were taken 
on or about the 65th day of the diet. The 
abdominal skins of nine male mice that 
were fed standard mouse chow containing 
essential fatty acids were used as controls. 
Biopsy specimens for histological assess- 
ment of epidermal thickness were taken 
from an area near that used for experimen- 
tation and also from the right ear tip of 
each mouse. Each abdominal skin was then 
placed on a glass U-well and 10 ml of saline 
solution was placed in the U-well so that 
the undersurface of the skin was bathed 
with a saline solution, as described by R. B. 
Stoughton.’ A 0.1% hydrocortisone solution 
was made by first mixing 100 mg of hydro- 
cortisone sodium succinate in 2 ml of water 
with 4 ml of alcohol (ethanol). Five microli- 
ters of this was added to a mixture of 40 ul 
of 4-"C-hydrocortisone (specific activity, 







Cumulative Percentage of 0.1% Hydrocortisone Absorbed* 


sn aa 


Time, hr No. of Mice EFAD, % Controls, % Significance 
2 9 6.1 3.0 P< .05 


148 uCi/mg) and 55 yl of alcohol. Five 
microliters of the final 0.1% hydrocortisone 
solution was applied to the upper surface of 
the skin and allowed to evaporate. The 
whole was placed in a humidity chamber at 
33 °C with 80% relative humidity. At timed 
intervals thereafter, 2 ml of saline solution 
was withdrawn after mixing from the U- 
well and replaced with an equal volume of 
saline solution. Each sample of saline solu- 
tion was then mixed with 10 ml of scintil- 
lation fluid (Insta-gel) and the '*C emission 
was measured in counts per minute (cpm) 
on a liquid scintillation counter. Later 
caleulations compensated for the 2 ml of 
radioactive saline solution aliquots that 
were removed and for the subsequent 
replacements with cold saline solution. 

Epidermal thickness was measured by 
counting the total number of epidermal 
cells in three separate sections of each 
biopsy specimen and expressing the result 
as the total number of epidermal cells per 
1,000 basal cells. 


RESULTS 


At all time periods, significantly 
more hydrocortisone was absorbed 


Mice 


17.6 P< .05 


*Total number of counts applied was 82,034 + 12,604 counts per minute (cpm) and the 
background radioactivity was 36 cpm. EFAD indicates essential fatty acid deficiency. 
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Fig 1.—Essential fatty acid-deficient hair- 
less mouse skin (hematoxylin-eosin, origi- 
nal magnification x 160). 


through the EFAD mouse skin than 
through the control mouse skin (Ta- 
ble). After 25 hours, the skin began to 
deteriorate and any results obtained 
later than this were not considered 
reliable. 

Histological studies showed a thick- 
ened epidermis with an increased 
granular cell layer and an increased 
thickness of stratum corneum that is 
characteristically seen with EFAD in 
these animals, while no abnormalities 
were seen in the control animals (Fig 
1 and 2). The average cell count in the 
EF AD epidermis was 4,400 (+816) per 
1,000 basal cells, which was signifi- 
cantly (P< .001) more than in the 
control samples (2,388 + 209 per 1,000 
basal cells). 


COMMENT 


These experiments show that the in 
vitro absorption of hydrocortisone is 
significantly increased through 
EFAD compared with normal mouse 
skin. The high absorption may be 


1. Burr GD, Burr MM: A new deficiency 
disease produced by the rigid exclusion of fat 
from the diet. J Biol Chem 82:345-367, 1929. 

2. Basnayake V, Sinclair HM: The effect of 
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in Popjak G, LeBreton E (eds): Biochemical 
Problems of Lipids. London, Butterworth & Co, 
1956, p 476. 

3. VanDorp DA: Essential fatty acids and 
prostaglandins, in International Congress of 
Pure and Applied Chemistry. London, Butter- 
worth & Co, 1974, vol 2, pp 117-136. 

4. Prottey C, Hartop PJ, Black JG, et al: The 
repair of impaired epidermal barrier function in 
rats by the cutaneous application of linoleic acid. 
Br J Dermatol 94:13-21, 1976. 

5. Lowe NJ, Stoughton RB: Essential fatty 
acid deficient hairless mouse. Br J Dermatol 
96:155-162, 1977. 

6. Lowe NJ: Essential fatty acid deficient hair- 
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Fig 2.—Normal hairless mouse skin (hema- 
toxylin-eosin, original magnification 
x 160). 


related to high humidity in the cham- 
bers in which the experiment was 
conducted. 

We now know that there is both 
increased transepidermal water loss?~‘ 
and increased percutaneous absorp- 
tion in EFAD. This may be due to 
discontinuities in the stratum cor- 
neum, or it may be due to defective 
epidermal cell membranes that result 
from altered phospholipid structure. 
In EFAD membranes there is an 
increase in the level of the abnormal 
triene 5,8,11-eicosatrienoie acid* that 
is substituted for arachidonic acid.’ 
This experiment provides further evi- 
dence of the possible importance of 
lipids in maintaining skin barrier 
function. 

It is interesting that there is 
increased absorption of hydrocorti- 
sone through EFAD skin, despite 
substantial hyperkeratosis and acan- 
thosis. It is known that the in vitro 
absorption of radioactive steriods is 
quite similar in human and hairless 
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mouse skin,” but it is not known 
whether percutaneous absorption is 
also increased in human proliferative 
skin disorders. Preliminary evidence 
shows increased excretion of ‘'‘C- 
cormustine that is applied topically to 
involved as compared with uninvolved 
skin in patients with mycosis fun- 
goides.'' However, this disease is not a 
problem of rapid epidermal prolifer- 
ation and the increased absorption 
may be due to an impaired stratum 
corneum barrier, intercellular and 
intracellular edema, or vascular dila- 
tation that is often found in lesions of 
mycosis fungoides. 

Psoriatic skin" and lamellar ich- 
thyosis" show increased transepider- 
mal water loss, and disturbed epider- 
mal lipids are found in psoriasis. The 
free sterol fraction is high in psoriatic 
epidermis” and there is a significant 
increase in the ratio of neutral lipid to 
phospholipid in psoriatic lesions," 
which is associated with defective 
phospholipase function. 

These lipid disturbances are differ- 
ent from those found in EFAD, but 
they may indicate a reason for the 
defective skin barrier function that is 
manifested by high transepidermal 
water loss in psoriasis. 

In summary, we have found in- 
creased percutaneous absorption of 
hydrocortisone in EFAD. This is 
further evidence for a defective skin 
barrier in epidermal hyperprolifera- 
tion. 


This investigation was supported by Public 
Health Service research grant AM 11649 from the 
National Institutes of Health. 

R. B. Stoughton, MD, gave help and advice 
throughout this study and Peter DeQuoy and 
Karen Wullich provided technical assistance. 


al: Percutaneous absorption of 1,3-bis (2-chloro- 
ethyl)-I-nitrosourea (BCNU, carmustine) in my- 
cosis fungoides. Br J Dermatol 97:65-67, 1977. 

12. Grice KA, Bettley FR: Skin water loss and 
accidental hypothermia in psoriasis, ichthyosis 
and erythroderma. Br Med J 4:195-198, 1967. 

13. Frost P, Weinstein GD, Bothwell JW, et al: 
Ichthyosiform dermatoses: III. Studies of trans- 
epidermal water loss. Arch Dermatol 98:230-233, 
1968. 

14. Cooper MF, McGrath H, Shuster S: Epider- 
mal lipid metabolism in psoriasis and lichen 
simplex. Br J Dermatol 94:369-378, 1976. 

15. Summerly R, Gray GM, Long VJW, et al: 
Epidermal lipid synthesis in vitro in psoriasis: 
Alterations in lipid profile and defects in phos- 
pholipid metabolism. Abstracted from Proceed- 
ings of the Investigative Group of British Asso- 
ciation of Dermatologists, London, January 1977, 
pp 10-11. 


Epidermal Proliferation—Solomon & Lowe 


- 
- 


he rgs 7 a i a ae 1 "n E n 
ONU NYC a ee ee ee eee Tee c7 
i Tau Ws 4 MS v ~~ x E ^ “fh 5^3 "LE . P " TM P 


aA a 
a 


2 
Bar! 


e A TI 
wa y i x ty fe Wh NES 


- 
CY 


Histopathology of Oral Lesions 


of Discoid Lupus Erythematosus 


A Review of 25 Cases 


Gerald Shklar, DDS, Philip L. MeCarthy, MD 


.* |n a study of 25 oral biopsy speci- 
mens of lesions of chronic discoid lupus 
erythematosus, a characteristic and diag- 
nostic histopathological pattern was con- 
firmed, which consisted of parakeratosis, 
hydropic degeneration of stratum germi- 
nativum, collagen degeneration, and a 
lymphocytic infiltration in a perivascular 
orientation. It is suggested that more oral 
biopsies be used in the diagnosis of 
discoid lupus erythematosus because of 
the ease of oral mucosal biopsy technique 
and the absence of scarring and discom- 
fort from oral biopsy lesions. 

(Arch Dermatol 114:1031-1035, 1978) 





Fig 1.—Plaque-like white lesion of ciscoid 
lupus erythematosus on the dorsum of the 
tongue. 


Fig 2.—Biopsy from lesion of discoid lupus 
erythematosus on buccal mucosa. The 
epithelial presents parakeratosis, hydropic 
degeneration of basal layer and separa- 
tion from corium. The dense lymphocytic 
infiltration is seen to have a perivascular 
orientation in the deeper corium (hema- 


toxylin-eosin, x 100). 
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he oral lesions of chronic discoid 

lupus erythematosus have been 
described in a number of reports.' ^ 
The incidence of oral lesions is higher 
than that indicated in early studies; 
thus, it tends to affect some 25% of the 
cases of the disease.'' The oral involve- 
ment may be relatively minor in 
degree and the lesions can be missed 
if the oral examination is not carried 
out by a clinician with some training 
and experience in ora! diagnosis. The 
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lesions are variable in gross appear- 
ance and range from an irregularly 
shaped raised white plaque (Fig 1) to 
erosive and ulcerative lesions with 
patchy keratotic white margins. 
White, raised, keratotic striations 
often emanate radially from a central 
erosive or ulcerative area. Both kera- 
totic and erosive oral mucosal lesions 
of discoid lupus erythematosus are 
often surrounded by extensive erythe- 
ma with a radiating pattern that 


extends into surrounding tissue. The - 


oral lesions tend to regress under 
appropriate therapy for the disease 
state. Oral lesions of discoid lupus 
erythematosus in the absence of skin 
lesions are extremely unusual—we 
have seen only one case of discoid 
lupus erythematosus with lesions con- 
fined to the oral mucosa. We felt that 


Oral Lesions—Shklar & McCarthy 


1031 


DTA » VLA r ae "I 
aec e E. ud elec 3c 











fe CEAS E 
) N . 


- 
, 
*1- 


c AER 


Fig 3.—Perivascular infiltrate and engorged capillary (hematoxy- 
lin-eosin, x 250). 








Fig 4.—Biopsy from buccal mucosal lesion of discoid lupus 
erythematosus showing edema and slight basal layer degenera- 
tion of epithelium. Lymphocytic infiltrate is perivascular and 
numerous dilated capillaries are in evidence (hematoxylin-eosin, 







the histopathology, which included 
special stains, was sufficiently diag- 
nostic in this case. Furthermore, when 
lesions oecur on both skin and oral 
mucosa, the mucosal lesions appear 
together with the skin lesions or after 
them. This is not unexpected since 
light plays an important role in the 
complex etiology of the disease, and 
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x 100). 
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the photosensitivity accounts for the 
frequent and classical distribution of 
lesions over the bridge of the nose and 
malar prominences as well as on ears, 
lips, and other skin surfaces exposed 
to light. The oral lesions usually occur 
on the posterior buccal mucosa near 
the occlusal line, but they can appear 
in any area of the mouth. Involvement 


Fig 5.—Biopsy from lesion of floor of mouth. The epithelium is thin 
and parakeratosis is minimal. Collagen degeneration is notable 
(hematoxylin-eosin, x 100). 


Fig 6.—Deeply stained, disintegrating collagen bundles and peri- 
vascular lymphocytic infiltrate (hematoxylin-eosin, x 250). 


of labial mucosa often represents an 
extension of the lesions on labial and 
perioral skin. 

Because of the considerable vari- 
ability in the clinical appearance of 
the oral lesions of discoid lupus 
erythematosus and the fact that other 
types of oral disease, such as lichen 
planus, leukoplakia, and aphthous sto- 
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Fig 7.—Note hydropic degeneration. Numerous capillaries are Fig 8.—Margin of oral vesicular-ulcerative lesion of discoid lupus 
seen within the subepithelial infiltrate zone (hematoxylin-eosin, erythematosus showing basal layer degeneration and separation 
x 250). from corium (hematoxylin-eosin, x 100). 


matitis, can occur in patients with 
discoid lupus erythematosus of skin, it 
is important to take a biopsy specimen 
of the oral lesions for a definitive 
diagnosis. Although the skin lesions 
can be diagnosed with relative ease, 
because of the sharp demarcation, 
erythema, and patent follicles plugged 
with keratin, the oral lesions are often 
difficult to interpret without histo- 
pathological clarification. The micro- 
scopic appearance of oral lesions tends 
to be clearly defined and diagnostic 
despite the absence of hair follicle 
plugging characteristically seen in 
skin specimens. 

The histology of the oral lesions of 
discoid lupus erythematosus is charac- 
teristic for the disease and is invaria- 
bly diagnostie, since no other oral 
lesion presents the unique picture of 





lupus erythematosus. The microscopic SESTE A A a ue op y NN 
features of the oral involvement also aart A € ite Res ie. rm 

. LI “3. . 4 ‘= x ow, , At. Y >" ny s LM dM E ` whe p . ET IM 
help to explain the variability in the — **2^* —— We OT TNCS SN | ains NS 


appearance of the clinical lesions. Fig 9.—Lupus erythematosus lesion on labial mucosa showing extensive parakeratosis 
Diagnosis of the oral mucosal lesions and extension of rete pegs (hematoxylin-eosin, x 60). 
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Fig 10.—Dense ETIE infiltrate with RSE localiza- Fig 11.—Subepithelial localization ae Anana infiltrate with 
tion (hematoxylin-eosin, x 100). normal collagen and absence of lymphocytic infiltrate in deeper 


corium. Perivascular orientation of infiltrate is absent (hematoxy- 
lin-eosin, X 100). 


is usually relatively simple because of 
the consistent and characteristic pat- 
tern that involves epithelium, colla- 
gen, and inflammatory infiltrate. The 
microscopic features have generally 
been described as'*: (1) a parakeratosis 
or hyperkeratosis; (2) hydropie degen- 
eration of the basal layer of the 
epithelium; (3) a dense infiltrate of 
chronic inflammatory cells, primarily 
lymphocytes, into the corium, and a 
strong tendency for the infiltrate to 
be arranged in a perivascular pattern 
rather than in a diffuse or subepithe- 
lial orientation and; (4) degeneration 
of collagen in the corium. 

The collagen degeneration is partic- 
ularly prominent beneath the epithe- 
lium and around small blood vessels. 
The degenerating collagen may usual- 
ly stain deeply with standard hema- 





IN và | | toxylin-eosin, but it is very promi- 
Fig 12.—Typical perivascular lymphocytic infiltrate in deep corium in case of discoid — nently stained by the PAS technique 
lupus erythematosus of lip in Figure 9 (hematoxylin-eosin, x 350). for mucopolysaccharides.'* There may 
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be a , disintegration of collagen 


i AT b un dl es. The hydropie degeneration of 


-- fhe basal layer of the epithelium may 


- ^ vary from small patchy areas of 
< involvement to extensive destruction, 
. with lifting-off of the epithelium, 


vesiculation, and ulceration. The mar- 
ginal erythema seen clinically in a 
radial or sunray pattern is caused by 


vascular proliferation followed by 


dilation and engorgement of the capil- 
laries. 


METHODS AND MATERIALS 


We have been able to study 25 biopsy 
speeimens from oral lesions of discoid lupus 
erythematosus and have essentially con- 


de firmed the characteristic histological pat- 


tern in all specimens. However, there were 


- some variations in the overall microscopic 
. appearance that we feel are of interest to 


the diagnostic histopathologist. The biopsy 


. Specimens were obtained from 48 patients - 
with lupus erythematosus who had oral 

lesions. These patients with oral lesions- 
were found in some 200 cases of discoid | 
lupus erythematosus of the skin seen by us - 


SUE the past 27 years (1950 to 1977). 
FINDINGS 


liscoid lupus erythematosus, together 


extensive to result in gross vesicular 
lesions or in uleeration. In eases where 
there was a dense inflammatory infil- 
trate in the subepithelial zone, the 
pattern was superfically suggestive of 


lichen planus (Fig 2). However, on 


closer examination of the lower 
corium, the perivascular orientation of 
the infiltrate became more obvious 
(Fig 3) and the diagnosis of discoid 


lupus erythematosus could be made. 
5 - Collagen degenera A 
= apparent in the deeper corium, where 

it was not masked by the dense 


cw 


ion was also more 





inflammatory infiltrate. 

Some tissue specimens presented 
relatively little evidence of basal layer 
degeneration, but they displayed an 
overall pattern of degeneration and 
intracellular edema (Fig 4). Where the 
lymphocytie infiltrate was minimal, 
the perivascular distribution was 
more obvious and the extensive vaseu- 
larity could also be easily observed 
(Fig 4), as well as the degeneration 
and the disintegration of the collagen 
(Fig 5). The collagen degeneration 
was extensive and notable in some 
tissue specimens with hyperchroma- 
tieity, clumping, and unravelling of 
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with the parakeratosis, chronic in- _ 
flammatory infiltration, and collagen - 
degeneration. The subepith ielial vesi- - 
. eulation in some cases was sufficiently | 


fiber bundles (Fig 5 and 6), which left pr 


numerous empty clear spaces between 
the degenerating and disintegrating 
fiber bundles. Beneath the epithelium 
the eollagen degeneration often ap- 
peared as pools of hyaline-like homo- 
genous lightly staining material, but 
it was not obvious if there was a 
substantial subepithelial lymphocytic 
infiltration (Fig 7). The presence and 
degree of lymphocytic infiltration 
directly beneath the epithelium ap- 
peared to depend upon the presence 
and severity of the basal layer degen- 
eration. Even in adjacent areas of a 
tissue specimen, there was extensive 
hydropic degeneration of basal cells, 
with a very dense subepithelial 


inflammatory infiltrate and separa- 


tion of the epithelium from the 


. underlying corium in one area, (Fig 8) 
and relatively little epithelial degen- 
eration and 
adjoining region. Although the subep- 
 ithelial infiltrate was found to be 


inflammation in the 


extremely dense in some specimens, a 
perivascular orientation could still be 
discerned and became more obvious in 


i, the deeper corium (Fig 9). 
. Hydropic degeneration of the basal um 

layer of the epithelium, together’ with | 
ibepithelial vesieulation, was found 
the specimens of oral lesions of 


The degree of parakeratosis varied 


from lesion to lesion, and there was 
considerable variation even within an 
‘individual small lesion. The degree of 
_ parakeratosis did not appear to relate 
either to the severity of the inflamma- 
tion or to the severity of the collagen 


degeneration. However, when the par- 
akeratosis was notable and the stra- 
tum corium notably increased in 
width, the epithelium also demon- 
strated acanthosis and extension of 
rete pegs. (Fig 9 and 10). This type of 
picture resembled that of lichen plan- 


us to some extent, but the lymphocytic 


infiltrate, although subepithelial, was 
more diffuse and not as clearly local- 


ized to the upper corium as in lichen: 
planus. (Fig 11) If any doubt exists as- 


; bueeal mucous membrane. Proe R Soc Med 23: Qe 
GM, 1929. 


to diagnosis, one can carefully exam- 


ine the deeper corium and invariably- sus. Dental Cosmos 73:511-514, 1931 
find the ty pical perivascular infiltra- 
mens of. 


(Fi ig 12) - 


tive pattern in tissue speci 
discoid lupus ery thematosus. | 


COMMENT 





The histopathology of oral lesions of m 
chronic discoid lupus erythematosus is ^ 


sufficiently characteristic so that a 


definitive diagnosis can invariably be 


made. Since oral biopsy is a simple 
procedure with minimal discomfort 
and without danger of infection or 
scarring, it is suggested that more 
oral biopsies should be taken for diag- 
nostic purposes when both skin and 
oral mucosa are involved by lesions 
suggestive of lupus erythematosus. 
While skin biopsy is also a simple 
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of pe A E e oceur m 
the face, and the healing biopsy site 
may leave some initial disfigurement 
and crusting that can be avoided by an. 
intraoral biopsy. : 

The clinical features of oral mucosal- 
lesions of chronic discoid lupus erythe- 
matosus can be correlated with their: 
microscopic features. Lesions are 
usually white and raised, and the 
intensity of the white color wi 
depend upon the degree of parake 
tosis. When oral lesions heal und 
appropriate therapy, the white col 
fades as the parakeratosis decrease 
Small areas of ulceration may occur in 
oral lesions of discoid lupus ery thema- 
tosus. This depends on the degree í 
hy rdropie degeneration of the stratum 
germinativum. 

In those rare cases where the oral 
mucosal specimen is not clearly dia 
nostic because of an apparent absene 
of collagen alteration, staining w 
the periodie acid-Schiff technique 
help disclose the collagen degene 
tion. Direct immunofluorescence : 
also be used, since oral lesions ar 


usually positive for direct immuno- 


fluorescence, although the indirect 
immunofluorescent technique tends | 
be negative in these patients. In our. 
experience, histochemical staining 
and immunofluorescent studies have 
not been necessary for diagnostic 
purposes. 
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Treatment of Alopecia Areata 


With Dinitrochlorobenzene 


: Lauren A. Daman, MD; E. William Rosenberg, MD; Lynn Drake, MD 


_  * Persistent refractory alopecia areata 
in 26 patients was treated topically with 
dinitrochlorobenzene  (DNCB). Sixteen 
patients have had excellent regrowth of 
hair; three patients could either not be 
initially sensitized or an adequate allergic 
contact dermatitis on the scalp did not 

- develop. Two patients discontinued thera- 
py within two months; hair growth did not 

develop in five patients despite an 


adequate trial. Augmentation of the T- 


., lymphocyte poo! via DNCB sensitization 
and challenge may become effective ther- 
-apy for some patients with severe alope- 
cia areata. 
(Arch Dermatol 114:1036-1038, 1978) 


utilized the corticosteroid 
presumably for their anti- 


py has 
| drugs, 
| immune effects. 
 cortieosteroid 


possible localized steroid atrophy as 
well as systemic absorption. Systemic 
corticosteroids, even on an alternate- 





Accepted for publication Jan 26, 1978. 

From the Division of Dermatology, University 
of Tennessee, Center for the Health Seiences, 
Memphis. 

Reprint requests to Division of Dermatology, 
^ “University of Tennessee, College of Medicine, 
> Memphis, TN 38163 (Dr Daman). 


. 1036 


While intralesional | 
: administration fre- 
. quently results in regrowth of hair, it - 
has the disadvantage of producing 
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day basis, have resulted in consider- 
able side effects such as aene, obesity, 


lenticular opacities, mild hyperten-. 


sion, and impaired adrenocorticotro- 


phic hormone (ACTH) reserve in the 


dose required to maintain hair 
growth.’ 

Our approach to the treatment of 
alopecia areata began with a hypothe- 
sis that might explain the sponta- 
neous hair regrowth and eure seen in 
the great majority of cases of alopecia 
areata.” Those lymphocytes that sur- 
round affected hair follicles early in 
the eourse of the disease are presumed 
to be responding to an antigenic stim- 


ulus, viral or autoimmune in nature. If. 
: the antigen is successfully eliminated, 
: A areata is a disease of 
: unknown cause in which immu- = 
` nologic mechanisms may play a patho- - 
` physiological role. Most recent thera- 


the disease resolves; if not, the disease 
persists. Were this hypothesis to be 


true, then cases of persistent hair loss 


could be considered a failure of 


immune function and thus perhaps 
amenable to help from an augmented 
lymphoeyte attack. This explanation 
would coincide with the thought that 


there is possibly a relative deficiency 


`- of T-cell function in patients with the 


severe persistent form of this disease; 


such patients might, therefore, bene- 


fit from augmentation of their T- 
lymphoeyte pool. 

A therapeutic trial of dinitrochloro- 
benzene (DNCB) sensitization and 
challenge was conducted in a series of 
patients with persistent alopecia area- 
ta to see if stimulation of the immune 
system might help more than immu- 
nosuppression. 


MATERIALS AND METHODS 


Persistent refractory alopecia areata in 
26. patients was treated in this study. 


Informed. eonsent was obtained from all 


participants. Eight patients had alopecia 
totalis (AT) or alopecia universalis (AU), 
and 18 patients had simple alopecia areata 
(AA). All had had their disease for more 
than six months and many had had reeur- 
ring attacks during the years. Routine 


laboratory data were obtained initially 
from all patients and results were within 


normal limits. Patients were sensitized 


with 2 mg of DNCB applied to the upper. 





medial forearm after the method of Cata- ` E 


lona etal.’ Patients were then subsequent- 
ly rechallenged at weekly intervals with 0.1 
pg per 0.1 ml of DNCB dissolved in acetone 


applied to affected areas for periods of | | 


from two months to one year. More recent- 
ly, we have found that patients. could be 
managed more easily with appropriate 
coneentrations of DNCB in an absorbent 


 ointment base (Aquaphor), and thus prob- 
lems associated with a volatile and liquid 


solution are avoided. Dilutions of 1:100, 
1:1,000, and 1:10,000 of DNCB in the oint- 
ment base were patch tested on the fore- 
arm to determine individual patients' 
sensitivities. The weakest strength that 


produced definite erythema was then 
chosen for therapy. Patients were given al. 


oz jar of the DNCB in the ointment base 
for home use and instrueted to apply a thin 
film daily to the affected area; they were 


. told further to keep the medieation in the 


refrigerator and avoid exposing it to light. 
In addition, they were asked to adjust the 
amount and frequency of the medication in 
order to try to maintain a continuous 
erythema without severe oozing, swelling, 
blistering, or crusting. 
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RESULTS 


* Two patients with AU had dramatic 
hair growth following daily applica- 
tions of DNCB in the ointment base 
within a period of three months (Fig 1 
and 2). Hair growth did not develop in 
one patient with AU following weekly 
applieations of the acetone solution 
for one year; one year following cessa- 
tion of the treatments, she has begun 
to have hair growth in the treated 
area only. 

Of five patients with AT, one could 
not be sensitized to DNCB despite 
repeated challenge, one had no results 
despite the development of an ade- 
quate local reaction, and three have 
had hair growth. 

Of 18 patients with AA, one could 
not be sensitized, two dropped out of 
the program after two months with no 
hair growth, and an adequate allergie 
response did not develop in one 
patient. Hair regrowth developed in 
11 patients; three had no hair growth 
despite an adequate allergic re- 
sponse. 

Thus, 16 of 26 patients had clinically 
substantial hair growth. Ten of these 
16 patients have used the DNCB in the 
ointment base exclusively. 

When hair grew, it began to appear 
initially in those areas in which the 
medication was applied; this took 
place usually approximately three 
months after the beginning of treat- 
ment. A moderately severe allergic 
contact dermatitis seemed to be 
necessary to the success of the thera- 
py. In some cases, other areas of the 
scalp later began to grow hair without 
direct topical application of the drug 
to those particular sites. The only 
noted side effects were localized 
pruritus, crusting, and cervical lym- 
phadenopathy. ^ Autoeczematization 
from DNCB developed in one patient 
that resolved in three to five days 
with cessation of therapy. One patient 
in whom excellent hair regrowth had 
developed lost all hair subsequent to a 
severe reaction to DNCB; other 
patients have noted hair loss in the 
presence of a severe contact dermati- 
tis. 

Several patients have continued to 
have episodes of patchy hair loss even 
after hair growth has begun while 
they are using the DNCBj; local thera- 
py to those areas of newly developing 
alopecia has continued to result either 
in hair regrowth or in cessation of hair 
loss from that area. Those patients 
have maintained or discontinued 
treatment according to disease severi- 
ty. 

Results of pretreatment thyroid 
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Fig 1.—Patient 2 one month 
after beginning treatment. 
Contact dermatitis has devel- 
oped in treated area. 


Fig 3.—Scalp biopsy specimen of patient 
19 prior to therapy. Telogen hairs are 
present in middermis (hematoxylin-eosin, 


original magnification x 10). 


function studies, including T3, T4, and 
free thyroxine index, were normal in 
all patients tested. Patients were 
tested also for antithyroid microsomal 
antibodies, antithyroglobulin antibod- 
ies, and antiparietal cell antibodies, 
but none were found. 

Results of complete blood counts 
and liver function studies, and choles- 
terol, calcium, phosphorus, uric acid, 
SGOT, and BUN determinations dur- 
ing the course of treatment have all 


Fig 2.—Ten weeks after initia- 
tion of topical therapy. Hair 
growth is restricted to treated 
area. 


Fig 4.—Scalp biopsy speci- 
men of patient 19 during ther- 


apy after substantial re- 
growth of hair had occurred. 
Dermatitis, composed of 
mononuclear infiltrate, is 
present. Note anagen hair 
(hematoxylin-eosin, original 
magnification X 45). 





been normal or unchanged in all 
patients. 

Two patients lost their new hair 
when they apparently acquired toler- 
ance to DNCB and stopped reacting to 
applications of the allergen. This 
specific acquired tolerance was suc- 
cessfully reversed by the administra- 
tion of the H2-receptor antagonist 
cimetidine. Cimetidine follower b 
rechallenge with DNCGB again ‘pro; 
duced a dermatitis, and» orice mere | 


f, S 
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: E biopsy speeimen taken prior to 
therapy and a biopsy specimen taken 
during therapy are shown in Fig 3 and 
4. Figure 4 shows a moderately severe 
contact dermatitis. Many eosinophils 
are present in the dermal infiltrate, as 
vell as an increase in the number of 
anagen hair follieles.  — 





COMMENT 


"The concept that “like cures like” 
(similia similibus curantur) was intro- 
uced into 1796. While by 8 Samuel n 


sef ul role played by the inflammato- 
' response and makes such thoughts 
eem less absurd. Thus, immunothera- 
that utilizes allergie contact sensi- 
ization and challenge with DNCB and 
lilar agents is being used in the 
atment of metastatic malignan- 
eies, basal cell nevus syndrome, and 
lycosis. fungoides." "* Determination 
of: “the patient's immunologic funetión- 
al capacity has also become a prognos- 
tie indicator in various diseases. 

. If alopecia areata is truly a disease 
characterized by a deficiency of T-cell 
function, as has recently been sug- 



















T-cell population should be'a rational 
mode of therapy. 
encouraged by our results in the treat- 
ment of alopecia areata with DNCB as 
the therapeutie challenging agent. 


Clindamycin,” 


for aene.” 


given a renewed pared of the | 


gested," then an enhancement of the 


We have been skin and that 5 


Omission in Digi 


The line should Ps | 
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sudy, ‘our data ¢ compare ‘quite’ favor 


ably with previously published results 
of high dose systemic corticosteroid 
therapy for alopecia areata in which 
ultimately approximately one third of 
the patients improved, one third 
remained the same, and one third 
worsened.’ 

Although we cannot exclude the 
possible role of a primary irritant 


reaction to DNCB, biopsy specimens | 


of treated areas have demonstrated a 


typical allergic contact dermatitis 


with a predominantly mononuclear 
infiltrate. Admittedly, it would be 
difficult to refute the suggestion that 


simple treatment-induced hyperemia = 
was responsible for the Observed |. 
improvement. One argument in favor. > 


of a primary immunologic phenome 
non in this therapy is the fact that 


spontaneous regrowth of hair in areas Tecept 
distant from the treated areas was 9 
seen in many of our patients. It is also- 
our impression that hair regrowth has 
developed in patients with a moder- 
ately severe allergic contact dermati- 

tis more rapidly than in those patients — 


with a lesser degree of dermatitis. We 


are unable to statistically compare the - 
results of this treatment with those of : 
primary irritants such as ultraviolet. 


light, cantharides, or phenol. 


The treatment remains an experi- 
mental one. Feldman and Maibach 
have shown that topically. applied - 
.DNCB is readily absorbed through the 
53% is recovered in the 


uriné." Lowney, however, found no 


apparent toxicity from exposure to 
small amounts of DNCB." 











logic material 
during the study and preparation of the mant- 






d the histopatho- 


Lloyd King, MD, PhD, gave advice 


George Ba 


"o 


script, and Margaret Tate assisted in manuscript 
preparation. 
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Trademark of Drug 


Cimetidine-— Taga met. 
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Lichen Planus 


and Discoid Lupus Erythematosu 


Overlap Syndrome Associated With Cryoglobulinemia and Hypocomplementemia 








substantial mixed cryoblobulinemia | 








family study failed to disclose evidenc : = 


a familial hypocomplementemia, 


cryoglobulinemia that is. related to immu- 
;.noglobulin deposition in the skin. — 










T sus (DLE)? has been characterized by 
m elinieal and histologic criteria. It 
. consists primarily of chronic, livid, 
-bluish-red patches or plaques affect- 
ing the acral areas of the extremities 

that histologically show a hypocellular 

or hypercellular lichenoid pattern in 


the papillary dermis. Pruritus and 


photosensitivity are usually absent, 
but pain and tenderness are some- 
. times present. Immunofluorescence 







IgG, IgM, and C3 at the dermal- 


^ ment, 


logie markers of disease are rare, and 
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T €. A patient with the discoid lupus - 
-erythematosus and lichen planus overlap _ 





(Arch Dermatol 114:1 039-1042, 1978) " 


5 A n overlap syndrom ome of lichen plan- 
[À us and discoid lupus erythemato- | 


demonstrates globular deposits of | 


epidermal junction. Response to treat- | 
including corticosteroids, is 
generally poor. Long-term follow-up | 
has demonstrated the progression of | 
one case to systemic lupus erythema- 
tosus (SLE) and persistence of the. 
skin lesions in the others. Immuno-. 


were: done. Six months folie 
second | graft, photosensitive o | 
lesions: gradually appeared on. her. ha is 
— and, to a lesser degree, on her arms, f: 


Thomas H. Jamison, MD; Neil M. Cooper, MD; Wallace V. Epstein, MD 


-hypocomplementemia and eryoglobu- | 
Nt linemia. have not been described. | 
syndrome had profound depression . of es 
serum C4 concentration associated with: 


An increasing number of rheumatic 


-and closely allied disorders have been 
> found associated with profound hypo- 
complementemia. C2 hereditary defi- 
tyo- ciency in patients with SLE is the best 

globulinemia, or a dermatologic condi. - E 
tion. Immunoglobulin, but no comple- - 
ment, was detected at the site of the skin — 
abnormality. This case illustrates an — 
 immune-complex disorder with a mixed - 









studied example of a genetically 
determined 
State. associated with a rheumatic 


hypocomplementemie 


disorder. Acquired hypocomplemen- 


temia is also characteristic of the 
active phase of SLE, especially asso- 
. ciated with active renal disease and 
the presence of serum antibody to 
native DNA. In some instances, it is 
difficult to establish the extent to 
which genetic and acquired (over- 
utilization and hypereatabolism) fac- 
tors each contribute to the hypocomp- 
lementemia. In a patient with a- 
lichen planus and DLE overlap syn- — 
drome, tissue deposition of immuno- 


globulins at the site of epidermal 


abnormality and almost total absence 
of circulating C4 led to a search for 


both genetic and acquired determi- 


| nants of hypocomplementemia. 


REPORT OF A CASE 


oA 53-year-old woman burned her. righ 
wrist in 1978 for which two: skin grafts 


neck, chest, anterior thighs area, and fee 
A diagnosis of DLE was made, and she was 


given 40 mg of prednisone on alternate 
days and 200 mg of hydroxychloroquine 


sulfate twice daily, with no improvement. 


She was seen at the University of Califor- 


nia, San Francisco, in October 1976, with 
painful pruritie lesions on her palms, soles, 
and thighs. She denied arthritis, Raynaud's 
phenomenon, fever, alopecia, and hematu- 
ria. 

Physieal examination showed a well- 
developed, slightly obese woman, who was 
afebrile and had a blood pressure of 130/80 
mm Hg. Abnormal physical findings were 


nuclear antigen. antibody, anti-DNA 












Lichen Planus and DLE—Jamison et al 


Tm to the skin, which pagal circi- 


nate lesions with erythematous borders, 


some with central atrophy and postinflam- 
matory hyperpigmentation and hypopig- . 
mentation. The lesions involved primarily 
the hands, but also involved the face, neck, 
chest, back, anterior thigh areas, arms, and 
the intergluteal fold. The left palm was 
involved with erosive lesions with som 


‘impetiginization. Results of the remaind 





of the physical examination were norma 

The patient had negative or normal val 
ues for the following determinations: 
hemoglobin, WBC count, serum electro- 


lytes, BUN, creatinine, urinalysis, urine 
Addis count, VDRL test for syphilis, 
prothrombin. time, partial thromboplastin 





time, serum urie acid, serum bilirubin 


SGOT, SGPT, lactic acid dehydrogenase 


creatine phosphokinase, alkaline phospha- 


. tase lupus. erythematosus (LE) cell prepa 
ration, amylase, urinary porphyrins, anti- 


(ANA), extractable | 
A (Milli- | 


pore filter assay), and urinary light chains. 


nuclear antibody 


The ESR (Westergren) ranged from 76 to. 
82 mm/hr. A serum protein electrophoresi 


study gave normal values as follows: total- 
protein, 6.9 g/dl; albumin, 3.8 g/di; Oy 
globulin, 0.2 g/dl; a, „globulin, 0.8 g/dl; £ 


iA 


 globulin, 1.1 g/dl; and y-globulin, 1.0 g/dl. 


The following studies carried out during 


© her hospitalization showed normal results: 
liver-spleen sean, chest film, intravenous. 
.pyelogram, barium enema film series, and ` 


n upper gastrointestinal fiim series. A` 





skin biopsy (Fig 1) showed considerable- 
hyperkeratosis, vascular degeneration of 





the basal cell layer, absence of follicular- 
lugging, and a dense, band-like lympho- 
ytie and histiocytic infiltration of the. 
pper portion of the dermis. Immunofluo- : 


-.. rescence of the involved skin showed depo-_ 
sition of clumps of IgG, IgM, and fibrino 


gen at the dermal-epidermal junction, bat 
no C3 was detected. Immunofluorescence - 
of a biopsy specimen of noninvolved, light- 
exposed skin showed normal findings. No. 
fungi were detected. The light microscopic 
findings were compatible with lichen plan- 
us and the immunofluorescent picture with 
either lichen planus or DLE. The overall 
clinical picture was representative of the 


lichen planus and DLE overlap syndrome. 


The patient was treated orally with 
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toxylin-eosin, original magnification x 40). 





Fig 2.—Immunoelectrophoresis of mixed cryoglobulin showing 6 7 d ordei zo PET FRO CS RS OX 0p i 
polyclonal IgG and à monoclonal IgM. A,C,E, and G show normal REY és enema tag “ 5 g 
control; B,D,F, patient's cryoglobulin; 1, anti-whole serum; 2, anti- a 


IgG; 3, anti-IgA; 4, anti-IgM; 5, anti-x; 6, anti-A. 


prednisone, 40 mg every other day, chang- 
ing to 20 mg daily one week later due to 
poor clinical response. Chloroquine, 250 mg 
daily, and topical applications of glucocor- 
ticoids were also administered. The lesions 
on her soles and thighs resolved, and 
partial resolution of her hand lesions was 
observed. 


SPECIAL LABORATORY STUDIES 
Cryoproteins 


Serum obtained from a blood clot main- 
tained at 37° C was refrigerated at 4° C for 
72 hours, centrifuged, and the cryoprecipi- 
tate washed three times in cold pH 8.0 
buffered saline. The first quantitative 
serum cryoglobulin determination was 2.5 
mg/ml and was 1.6 mg/ml on the second 
determination one week later (normal, 
< 0.12 mg/ml). Immunoelectrophoresis of 
a 16 mg/ml concentrate of the washed 
eryoprotein is shown in Fig 2, and shows a 
monoclonal IgM, type A, together with 
polyclonal IgG. 


Rheumatoid Factor 


The rheumatoid factor titer of the whole 
serum before removal of cryoprotein deter- 
mined by the Cohn fraction II tanned cell 
hemagglutination technique revealed a 
titer of 1:102,400. The washed mixed cryo- 
protein at OD., = 1.0 revealed an FII 
hemagglutination titer of 1:102,400 at 4? C, 
and 1:6,400 at 37? C. Treatment of the 
isolated cryoprotein with 0.01M mercapto- 
ethanol followed by iodoacetamide re- 
vealed complete loss of all antiglobulin 
activity when tested at both tempera- 
tures. 


Complement 


The total hemolytie complement activity 
of the whole serum containing the cryopro- 
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Levels, ug/ml 


Normal 10/25/76 1/25/77 


1,260 1,312 
0 
102 
84 
101 
56 
115 
153-226 209 
Properdin 22 
C3bINA 36 





tein was performed at 2? C and at room 
temperature, and in both cases showed less 
than 10 CH50 units/ml. Complement com- 
ponent levels were measured by single 
radioimmunodiffusion (Mancini technique) 
and by effective molecular titration tech- 
nique according to previously published 
methods.* Quantitation of serum C3 dis- 
closed 1,260 ug/ml, and no C4 was detected 
by agar double diffusion assay. Quantita- 
tion of individual complement components 
is shown in Tables 1 and 2. Except for the 
large decrease in C4 and the mild decrease 
in Cl, the classical and alternate pathways 
were normal. There was no meaningful 
decrease of complement components after 
the removal of cryoprotein. The addition of 
the washed eryoprotein to fresh normal 
serum did not reduce the CH50 content. 


Family Studies 


Six siblings of the patient were located 
and found to be free of DLE or lichen 


Table 2.—Functional Assays 










10/25/76 1/23/77 Normal 
Classical Pathway 
CH50 6.5 ee 104 
C1 8,190 80,000 
C4 100 100 25,000 
C2 404 400-800 
C3 2,500 1,300 
C1INA Normal 
Alternative Pathway 
C3 2,500 1,300 
before 
zymo- 





san 
C3 after 
zymo- 
san 













planus lesions. The cryoprotein measure- 
ment and individual complement-compo- 
nent concentrations of the sera of five of 
these siblings is shown in Table 3. All were 
found to be within normal limits. 


HLA Characterization 


The patient and five siblings were 
subjected to HLA typing of peripheral 
blood lymphocytes with the results 
shown in Table 3. No unique haplotype 
was found in the proband compared 
with her siblings. 


COMMENT 


The DLE and lichen planus overlap 
syndrome is characterized by the 
presence of ovoid or globular deposits 
of IgG, IgM, and C3 on biopsy of 
involved skin. Occasionally other pat- 
terns are seen, including a linear 
granular deposition of immunoglobu- 
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HLA Haplotypes C4 Levels 
a, RÀ 
Functional Cryoglobulin, 
Patient (A,B) (A,B,C) Units ug/ml mg/ml 









(72 620. QR.) 8000 
| 
i 
[7s 820 eo) 80 . 92  -012 


(1,35,w4) 








1 5, 000- 


Normal 456-745 
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*Proband. 


P. - lin and C3 at the dermal-epidermal 
- Junction, and at times a linear deposi- 


tion of fibrinogen at the same loca- 
tion.'? Our patient showed clumps of 


IgG, IgM, and fibrin at the dermal- 
epidermal junction, while immuno- 


fluorescence performed on normal, 
uninvolved skin did not show deposi- 


tion of immunoglobulin or C3, charac- 


teristie of most patients with SLE, but 


generally absent in DLE.** Although - 


the presence of immunoglobulins and 
‘complement in the skin lesions might 
suggest an immunologic pathogene- 
sis, the two previous reports of the 
^ DLE-lichen-planus syndrome have in- 


< dicated that this is not usually asso- 


eiated with serum immunoglobulin or 
complement abnormalities. One of 
four patients in the series of Copeman 
et al' did eventually develop a positive 
LE preparation and subsequently died 
with active SLE. In the series of 
Romero et al? only three of the 11 
patients had positive ANA test results 
in low titer with no other serologic 
abnormalities. Our patient had no 


detectable ANAs in circulation. There 


have been two other case reports of 
lichen planus? with features of LE, but 


P ^ these cases did not show the charac- 
. teristic findings of the overlap syn- 
^. drome. 


.. Although many immunologic abnor- 
malities characterize SLE, serologic 
abnormalities in DLE are much less 
common. Positive ANA test results 
have been reported in from 4% to 82% 
of patients with an average positive 
frequency of about 30%. DNA anti- 
bodies have been reported in from 0% 
to 86% of cases. Positive LE cells are 
found in about 5% of patients in most 
series.’ =s Lichen planus is not asso- 
ciated with serologic abnormalities. 
Hypocomplementemia is rare in 
DLE and has not been associated with 
lichen planus. While most studies 
report normal complement levels in 
patients with DLE, one study by Prys- 
towsky et al" showed three of 79 
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patients with depression of the total 
hemolytic complement, and two of 
these patients also had depression of 
C3. C4 levels were normal in all of 
these patients. 

Hypocomplementemia in the pres- 


ent patient was manifest as a total 
hemolytic complement of 6.5 CH50 


units (normal, 80 to 120). No serum C4 
could be detected by functional and 
precipitin assay on multiple occasions; 
Cl was depressed, but C2 concentra- 
tion was in the normal range (see 
Table 2). Tests of C1 inhibitor were 
performed and results were normal. 


Though occasionally such a greatly 


decreased C4 level due to activation of 
the complement cascade may be 
seen,'^'5 in vivo activation is generally 
responsible for no more than a 7095 
reduction in C4 levels (N. Cooper, MD, 
unpublished observations, 1976). C1 
inhibitor deficiency can result in C4 
levels approximating 10% of nor- 
mal? but virtually undetectable 
levels of C4 as found in this patient 
are usually thought to be characteris- 
tic of homozygous deficiency of C4 (N. 
Cooper, MD, unpublished observa- 
tions, 1976). The association of heredi- 
tary complement deficiencies with 
lupus-like syndromes is not new.” 
Deficiencies of Clg, r, and sj/*^ 
C2,^*' C5,*5* and C8” have all been 
associated with lupus-like syndromes. 
In addition, C1 esterase inhibitor defi- 
ciency has been associated with sec- 
ondary C4 consumption and the devel- 
opment of SLE.'*^ Primary heredi- 
tary C4 deficieney has also been 
described in association with a lupus- 
like syndrome.*'** 

Atypical for the DLE-lichen-planus 
syndrome, but commonly seen in the 
early complement-component  defi- 
clency, LE-like syndromes, are two 
features present in the proband: 
photosensitivity and absent C3 depo- 
sition at the dermal-epidermal junc- 
tion.” In the present case, however, no 
evidence for an hereditary comple- 
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ment deficiency could be demon- 
strated. All of the siblings tested were. 

free of clinical disease and proved to — 
have normal complement levels. The — 


proband has no unique HLA eharae- - 


teristics compared with her siblings. . 
The proband's haplotype (3-21, 28-17) — 
differs from the HLA 10 and 18 that is _ 
associated with C2 deficiency," and ` 
also from the haplotype reported with ` 
C4 deficiency and SLE.**** Her -— 
haplotype also differs from HLA - 
types reported with SLE without 
complement deficiencies—those being - 
HLA-Al; HLA-B8; ALBS8 phenotype; - 
B5; B7; and Bwl5.** It is, however, | 
similar to a report of an association... 
between HLA-A3 and lichen plan- © 
ug,’ - 
Although there is usually a recipro- - 
cal relationship between cryoglobulin- - 
emia and hypocomplementemia when . 
both are present, the apparent lack of 
relationship between the low comple- 
ment and the elevated eryoglobulin 
level found in the proband was 
suggested by two additional tests. 
Complement quantitations performed 
at both 4? and 37? C were found to be 


the same. If the cryoprotein had 


produced the hypocomplementemia in | 
vitro, one might have expected the . 
complement determined at 4° C to . 
have been reduced, while the determi- . 
nation at 37? C would have been 
normal. Secondly, the patient's cryo- 
globulin, when added to normal 
serum, did not deplete the comple- 
ment activity of that serum. 

The cryoglobulin in this ease was 
typed according to the scheme of | 
Brouet et al* and was found to bea |. 
mixed eryoglobulin type II classifica- . 
tion containing a monoclonal type A _ 
IgM component with rheumatoid fac- _ 
tor activity against a polyclonal IgG. - 
Type II eryoglobulins are usually asso- . 
ciated with dysproteinemias and lym- 


.phoproliferative diseases as well as 


various autoimmune diseases. Sys- | 


temie lupus erythematosus can be- 


associated with type II or with type 
III eryoglobulins. The quantity of 
eryoglobulin in this patient is greater 
than that usually seen in SLE.** 
Cryoglobulinemia has not been re- 
ported in patients with lichen planus 
and only rarely in discoid lupus, 
although frequently present in 
SLE.*-* Prystowsky and co-workers" 
found no evidence of cryoglobuline- 
mia in their series of patients with 
DLE, and in Beck and Rowells 
series,'^ only one of 23 patients with 
DLE was found to have cryoglobulins. 
Of the four cases in which cryoglobu- 
lins reportedly were sought in the 
hereditary complement deficiency, 
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vases ae in “three cases 
-with absence of eryoglobulin in the 
oth er two oth os omnt 

The serum eryoglobulin concentra- 
tion in this case appeared to correlate 
with the activity of her skin disease. 
After treatment with prednisone was 
begun, her skin lesions appeared to 
regress, and there was a decrease in 
the quantity of circulating cryoglobu- 
lin. Several months later, associated 
With reactivation of her skin disease, 
- eryoglobulins again were present. Be- 
eause of the possibility of eryoglobu- 
: lins being a serological marker for this 
. disease, one other patient with this 
—overlap syndrome was tested, but was 
found to laek any detectable level of 
-eryoglobulin. The presence of immu- 
noproteins at the site of skin abnor- 
 mality in this condition clearly sug- 
. gests an immunologic process, and the 
-present case describes a group of 
«serum abnormalities that can be 
sought in additional instances of this 
overlap syndrome. 
.. It does not appear possible to assign 
an unambiguous role to genetic and/ 
_or acquired components leading to the 
C4 deficieney in this patient. The 
usual criteria for a familial genetic 
disorder such as aggregation of clini- 
cal or serological abnormalities is 
absent. Conversely, common charac- 
teristics of hypocomplementemic 
states due to over-utilization, such as 
deposition of complement components 
in tissue sites, circulating immune 
complexes, or associated C2 deficien- 
€y, were not demonstrated. Since the 
- profound degree of C4 deficiency is 
more typical of an hereditary or 
acquired synthetic defect than an 
_over-utilization state, it is of interest 
to speculate concerning a nonfamilial 
-acquired defect in the C4 regulator 
protein synthesis mechanism. No di- 


possibility can be put forth. 
This work is supported by a grant from the 


formation System (ARAMIS). : 
Dr Jamison is a Rheumatology Fellow. at the 


the Arthritis Foundation. Paul I. Terasaki, PhD, 
Los Angeles, Calif, performed the HLA typing. 
Denny Tuffanelli, MD, and Alvin G. Barnes, MD, 
gave assistance in the evaluation and treatment 
of this patient. 
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Infant With Abnormal Pigmentation, 


Malformations, and Immune Deficiency 


Laura Ment, MD; Joseph Alper, MD; Ronald L. Sirota, MD; Lewis B. Holmes, MD 


è An infant had swirling hyperpigmen- 
tation, streaks of hypopigmentation, ab- 
normal T-cell function, cleft palate, patent 
ductus arteriosus, and arrhinencephaly. 
This pattern of abnormalities is distinct 
from other disorders with abnormal pig- 
mentation and malformations; such as 
incontinentia pigmenti, incontinentia pig- 
menti achromians, and the epidermal 
nevus syndrome. 

(Arch Dermatol 114:1043-1044, 1978) 


he infant described in this article 

had hyperpigmentation and hy- 
popigmentation, several malforma- 
tions, abnormal T-cell function, and 
mental deficiency. This pattern of 
abnormalities does not fit in the 
current classification of either neuro- 
eutaneous syndromes or multiple mal- 
formation syndromes. 


REPORT OF A CASE 


The child was born weighing 2.7 kg after 
an uncomplieated 38-week pregnancy and 
normal delivery of a 31-year-old woman. At 
birth he was noted to have microcephaly 
(head circumference, 31 cm), cleft soft 
palate, umbilical hernia, cryptorchidism, 
abnormal pigmentation of the skin, a weak 
cry, poor suck and swallow, abnormally 
increased muscle tone, and intermittent 
internal rotation with posturing of his left 
arm and hand. 

At birth, two types of abnormal pigmen- 
tation were present: First, linear, swirling 
or marbled hyperpigmented macular areas 
that seemed to emanate out from the 
midline were present on the face and back 
(Fig 1). Second, streaks of hypopigmented 
areas began at the shoulders and hips and 
extended to the fingers and toes respec- 
tively (Fig 2). Although these hypopig- 
mented areas were not palpable on detailed 
examination, there was definite efface- 
ment of the normal skin markings. At no 
time were vesicles, bullae, or erythema 
present. During nine months of close 
observation, the hypopigmented linear 
areas became much more pronounced on 


the extremities and extended to involve 
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the abdomen. The hypopigmented areas on 
the dorsal aspects of the feet, ankles, and 
anterior tibiae became definitely elevated. 
During this time, the hyperpigmented 
areas on the face and back (Fig 1) became 
much less distinct, so that when he died at 
age 9 months, the hyperpigmentation had 
completely disappeared from the face and 
was barely visible on the back. A 4 mm 
punch biopsy of a linear hypopigmented 
area on the right thigh at the age of 2 
months showed mild papillomatosis and 
mild hyperkeratosis consistent with an 
epidermal nevus. At 8 months of age, a 
hyperpigmented swirling area and normal 
adjacent skin of the buttock underwent 
biopsy, DOPA and silver (Fontana) stains 
were performed. The hyperpigmented area 
showed a relative melanocytic hyperplasia 
of the epidermis with numerous melanin- 
laden macrophages in the dermis. There 
were no other abnormalities in the epider- 
mis. In addition to these two types of 
abnormal pigmentation, the boy had nor- 
mal, light brown skin pigmentation. 

This infant had several medical problems 
during the 9 months he lived: congestive 
heart failure, poor neurologic development, 
and recurrent infections. He had intermit- 
tent congestive heart failure due to a large 
patent ductus arteriosus with bidirectional 
shunting. His only psychomotor develop- 
ment was smiling by age 6 months, social 
responsiveness to his parents by age 7 
months, and reaching purposefully for 
objects by 8 months. He continued to show 
hypertonia and posturing of his left arm 
and hand throughout his life. There was 
calcification of the anterior falx ligament; 
computerized axial tomography showed a 
mild dilation of the ventricles. Several 
EEGs were normal. 

He had three monilial skin infections 
and recurrent pneumonia. Quantitative 
serum immunoelectrophoresis and serum 
complement levels were normal on several 
occasions. At age 9 months he had no 
response to skin tests with Monilia, strep- 
tokinase-streptodornase, PPD, and mumps 
antigen. Skin sensitization with dinitro- 
chlorobenzene (DNCB) and subsequent 
challenge with 0.1% and 0.5% DNCB evoked 
no response. Studies of his peripheral 
WBCs with immunofluorescence showed 
that 55% formed E rosettes (T-cells), 32% 
formed EAC rosettes (B-cells), and 1396 
null cells; by comparison, normal infants 
form 70% to 80% T-cells and 20% B-cells.’ 
Stimulation of his lymphocytes with 3.7 
ug/ml (standard amount) of phytohemag- 
glutinin (PHA) produced no mitoses and no 
blast transformation. With an extra 
amount of PHA (37 ug/ml), his lympho- 
cytes showed a weak response. Unfortu- 
nately, the infant died following surgical 


ligation of his patent ductus arteriosus, 
preventing further elucidation of his 
immunologic abnormality. 

The autopsy showed arrhinencephaly, a 
large (1 em), high, membranous, ventric- 
ular septal defect, mild overriding of the 
aorta, and severe right ventricular hyper- 
trophy. The thymus was not detected on 
gross examination, but thymic remnants 
consisting of aggregates of mature lym- 
phocytes with poorly formed Hassall’s 
corpuscles were found by obtaining serial 
sections of the anterior mediastinum. 
There was generalized lymphadenopathy; 
the paracortical and medullary nodal areas 
were depleted of lymphocytes relative to 
the follicular areas. 

Other normal laboratory test results 
included chromosome analysis with routine 
banding and serum titers for evidence of 
syphilis, toxoplasmosis, and cytomegalovi- 
rus, herpes, and rubella infections. 

Neither the patient’s two sibs nor his 
parents nor other relatives had any abnor- 
mal pigmentation or congenital malforma- 
tions. | 


COMMENT 


We are not aware of any disorder in 
which there is the pattern of abnormal 
pigmentation, anomalies, and immune 
deficiency found in this infant. How- 
ever, three disorders, incontinentia 
pigmenti, incontinentia pigmenti 
achromians, and the epidermal nevus 





Fig 1.—Hyperpigmentation on back at age 
6 months. 
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Fig 2.—Linear, hypopigmented lesions, not 
elevated, on left ankle at birth. Note 
normal dark pigmentation between hypo- 
pigmented areas. 


Fig 3.—Six-month-old patient with linear 
distribution of hypopigmented areas on 
extremities, and marbled, hyperpigmented 


area on right side of abdomen. 


syndrome, include some of these 
features and were considered in the 
differential diagnosis for this infant. 

At birth, this infant had linear 
streaks of hyperpigmentation, 
prompting consideration of the diag- 
nosis of incontinentia pigmenti. While 
it is true that infants with inconti- 
nentia pigmenti have abnormal pig- 
mentation and associated anoma- 
lies,^* this boy's skin lesions are 
distinctive in several respects. First, 
at no time were vesicles, bullae, or 
verrucose plaques present. Second, 
although hypopigmented lesions can 
occur on the extremities in inconti- 
nentia pigmenti, they are macular and 
not elevated as they were in our 
patient. Third, the intensity of the 
truncal lesions decreased with time as 
the intensity of the acral lesions 
increased, while with incontinentia 
pigmenti the acral lesions disappear 
as the truncal hyperpigmentation be- 
comes more prominent.** 

The distinction between this pa- 
tient and children with incontinentia 
pigmenti can be made with regard to 
features other than skin lesions. 
Incontinentia pigmenti is attributed 


1. Rosen ‘FS: Primary immunodeficiency. 
Pediatr Clin North Am 21:533-549, 1974. 

2. Carney RG, Carney RG Jr: Incontinentia 
pigmenti. Arch Dermatol 102:157-162, 1970. 

3. Gordon H, Gordon W: Incontinentia pig- 
menti: Clinical and genetical studies of two 
familial cases. Dermatologica 140:150-168, 1970. 

4. Gureviteh AW, Farrell W, Horlick S, et al: 
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to an X-linked dominant gene that is 
usually lethal in boys, although a few 
affected boys have been described. 
The pattern of malformations in our 
patient, including arrhinencephaly, 
cleft palate, heart defects, and almost 
complete absence of the thymus, have 
not been described in children with 
incontinentia pigmenti. Immune defi- 
ciency has not been considered a 
feature of incontinentia pigmenti, 
although Dahl and associates’ recently 
described a child with incontinentia 
pigmenti, chronic erythema multi- 
forme, and recurrent bacterial infec- 
tions in association with defective 
neutrophil chemotaxis and elevated 
IgE levels. Unfortunately, our patient 
did not have studies of neutrophil 
chemotaxis and IgE levels. However, 
studies of his immune system showed 
a defect in delayed hypersensitivity, 
as suggested by the diminished 
response to PHA, and inability to 
sensitize the skin to DNCB; these 
findings are consistent with the pauci- 
ty of thymus tissue identified in the 
postmortem examination. Therefore, 
this infant differs from the patient 
described by Dahl and associates* in 
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that he has a different type of 
immune deficiency, skin lesions unlike 
those seen in incontinentia pigmenti, 
and severe associated malformations. 

The eutaneous findings in inconti- 
nentia pigmenti achromians’ are also 
similar in some respects to those of 
our patient who did have areas of 
hypopigmentation (Fig 2 and 3). 
However, he also had large areas of 
hyperpigmentation on his back and 
trunk (Fig 1 and 3), which are not 
present in incontinentia pigmenti 
achromians. Some described patients 
have also had associated malforma- 
tions, but not like those of our 
patient. 

The skin lesions in this child were 
most similar to those reported in the 
epidermal nevus syndrome, a pheno- 
type not yet precisely defined but one 
that includes both abnormal pigmen- 
tation and malformations. Solomon 
and Esterly reviewed 60 patients with 
this clinical diagnosis in 1975 Our 
patient can be distinguished from the 
pattern of abnormalities among these 
infants by several characteristics. 
First, 60% of the patients summarized 
by Solomon and Esterly* had linear, 
verrucous plaques on one or more 
extremities. Ten percent of these 
patients had striking hyperpigmenta- 
tion visible in the hypertrophic epider- 
mis. Our patient's skin lesions on his 
extremities became elevated with age 
and completely effaced the normal 
epidermal markings (suggesting epi- 
dermal proliferation), but they were 
never verrucose. Second, our patient 
had a swirling hyperpigmented trun- 
cal lesion that showed only melano- 
cytic hyperplasia on biopsy without 
any other epidermal change. None of 
the patients reviewed by Solomon and 
Esterly* had this type of lesion, but six 
did have cafe-au-lait spots. Third, no 
patient with the epidermal nevus 
syndrome has had the same pattern of 
congenital malformations* as our pa- 
tient or an immune deficiency (L.M. 
Solomon, MD, written communication, 
1975). 
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Cutaneous Metastases From Hepatomas 


Irving M. Reingold, MD, Byron R. Smith, MD 


€ Three cases of hepatomas metasta- 
sized to the skin in a series of 88 patients 
with hepatomas. The skin metastases 
differed from the usual dermal nodules, 
such as fibromas, inflammatory granulo- 
mas, and adnexal tumors, by their rather 
sudden appearance as solitary or multi- 
ple, nonulcerative, painless, firm, reddish- 
blue nodules on the scalp, chest, and 
shoulder. Biopsies of these nodules were 
necessary in order to confirm the diagno- 
sis of the cutaneous metastases, which 
appeared before the primary tumors were 
recognized. Microscopically, the skin 
tumors were adenocarcinomas in two 
instances and hepatocellular carcinoma 
in one. The skin metastases were a late 
manifestation of the primary tumors; the 
patients died within three weeks to six 
months after the appearance of the skin 
tumors. Necropsies showed widespread 
metastases. 

(Arch Dermatol 114:1045-1046, 1978) 


ead ie metastases from liver 
carcinomas are rare. In a series 
of 2,300 cases of internal carcinoma at 
the Long Beach Veterans Administra- 
tion Hospital (LBV AH), from 1950 to 
1964, no skin metastases were noted in 
38 cases of hepatomas.' In a second 
series of 88 necropsies of hepatomas 
at this hospital from 1966 to 1976, 
three patients developed metastases 
in the skin. This increased yield may 
be explained by an awareness that 
rather suddenly appearing, painless, 
firm, nonulcerative, solitary or multi- 


Accepted for publication Oct 26, 1977. 

From the Laboratory Service, Veterans Ad- 
ministration Hospital, Long Beach, Calif, and the 
University of California, Irvine, College of Medi- 
cine. 

Reprint requests to Laboratory Service, Veter- 
ans Administration Hospital, 5901 E 7th St, Long 
Beach, CA 90822 (Dr Reingold). . 


Arch Dermatol—Vol 114, July 1978 


ple nodules in the skin may represent 
skin metastases in patients suspected 
of having internal carcinomas. A more 
thorough search of the skin for these 
metastases ensued, and the diagnoses 
were confirmed by biopsy of the 
nodules. The following report con- 
cerns three patients with hepatomas 
who developed skin metastases. 


REPORT OF CASES 


Case 1.—A 43-year-old man was admit- 
ted to LBVAH in March 1968 for evalua- 
tion of "bone pain." The initial roentgeno- 
graphic studies demonstrated numerous 
lytie lesions of bone, as well as multiple 
densities in both lung fields compatible 
with metastatic tumor. While the clinician 
was attempting to find the primary source 
of the tumor, a rapidly expanding firm, 
painless, nonulcerative, 1-cem nodule on the 
left side of the scalp was noted. This 
unusual eutaneous nodule was observed 
three weeks prior to death and was strong- 
ly suggestive of a metastasis, rather than a 
fibroma, inflammatory nodule, or adnexal 
tumor. A biopsy specimen of this nodule 
was, on microscopic examination, a meta- 
static adenocarcinoma infiltrating the der- 
mis, separated by a thin Grenz zone. At 
necropsy, a 7-em, firm, grayish-white 
tumor was located in the liver, which 
microscopically showed a mixed pattern of 
hepatocellular carcinoma and cholangiocar- 
cinoma (adenocarcinoma). Additional me- 
tastases were observed in the lungs, bone, 
adrenals, spleen, and hilar lymph nodes. 

Case 2.—A 44-year-old man was admit- 
ted to LBVAH in May 1968 following the 
appearance of a 1.5-cm, solitary, firm, pain- 
less, nonulcerative, reddish-blue, cutaneous 
nodule on the posterior aspect of the right 
shoulder (Fig 1). The patient stated that 
this lesion appeared within a “few days” 
and he sought medical attention, although 
a biopsy was not done until the patient 
entered the LBVAH. Microscopic examina- 
tion of this lesion showed an infiltrating 
adenocarcinoma within the superficial der- 
mis (Fig 2). A diagnostic workup failed to 
disclose the primary site of the tumor. 


Three weeks prior to death in November 
1968, the skin exhibited several separate 
nodules on the anterior aspect of the chest, 
each measuring 1 cm in diameter. Biopsy 
of these nodules also showed an infiltrat- 
ing adenocarcinoma in the dermis covered 
by an intact epidermis. At necropsy, a 
2,000-g liver was studded with numerous 1- 
em, firm, solid, grayish-white nodules 
interspersed within a finely nodular, fatty, 
yellow liver parenchyma. On microscopic 
examination, nodules of cholangiocarcino- 
ma were seen in a background of nutrition- 
al cirrhosis. Additional metastases were 
noted within the portal vein, adrenal 
glands, bone, and regional lymph nodes. 
Case 3.—A 72-year-old man was admit- 
ted to LBVAH in March 1976, with the 
chief complaint of “blackout spells” begin- 
ning three months prior to admission. 
Physical examination showed a 5-cm mass 
on the right side of the scalp, which 
appeared to be a moderately painful hema- 
toma having a 2.5-cm fixed, firm, and 
painless central area. Drainage of the fluc- 
tuant peripheral area released 25 ml of 
blood that, because of the unusual nature 
of the central area, was examined micro- 
scopically and disclosed nests of hepatocel- 








| AN rwy 4 ^ « NUS A IM s 
LI > 

Lah NS Ge BLA KAE se en ON om pee Me 

LOE a ers de NC ue HUN UA aeta 


Fig 1.—Tumor metastatic to right scapular 
area measuring 1.5 x 1.0 cm, originating 
as cholangiocarcinoma of liver. Tumor 
nodule was painless, reddish-blue, firm, 
and nonulcerative, and appeared six 
months prior to death. Several similar 
nodules appeared on anterior aspect of 
chest three weeks prior to death. 
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Fig 2.—Tumor shows nests and cords of 
poorly differentiated adenocarcinoma in 
superficial dermis, separated from unin- * 
' volved epidermis by thin Grenz zone 
(hematoxylin-eosin, original magnification 
x 100). 
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lular carcinoma (Fig 3) in pools of blood. 
The patient had been an alcoholic for many 
years and developed hepatic failure from 
which he died ten days after admission. 
Necropsy documented hepatocellular carci- 
noma characterized by numerous 1- to 10- 
em, greenish-yellow nodules in a back- 
ground of nutritional cirrhosis. Additional 





Gates, and observed seven cases of 
cutaneous metastases from liver carci- 
nomas in adults. Okuda and Peters‘ 
reported an incidence of 2.7% of skin 
metastases in 227 cases of hepatomas 
of which all were hepatocellular carci- 
nomas; the skin metastases were not 
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Fig 3.—Metastatic hepatocellular carcino- 
ma in dermis of scalp. Lesion was 2.5-cm 
nodule that appeared three weeks prior to 
death; trauma had enlarged nodule to 5 
cm (hematoma). Tumor shows irregular 
columns of large polygonal cells with 
hyperchromatic nuclei mimicking liver 
cords (hematoxylin-eosin, original magni- 
fication x 100). 


metastatic nodules which are trauma- 
tized, the epidermis ulcerates and fails 
to heal. Skin metastases, whether of 
liver carcinomas or those that develop 
from other organs (lungs, stomach, 
colon), are confirmed by biopsies of 
the skin nodules. 


pi metastases occurred in the ribs, vertebrae, further analyzed. The primary liver tumors were asso- 
Qs lungs, and peripancreatic lymph nodes. Cutaneous metastases originating ciated with nutritional cirrhosis in two 
P. from hepatomas appear as rather cases and with no liver architectural 
| COMMENT rapidl ing nodules on the scal b lity i They had 
pidly growing nodules on the scalp, abnormality in one. They had pro- 
i In 1937, Gates? observed one cuta- chest, and shoulder, and may be the duced widespread metastases to the 
Bis neous metastasis from a liver carcino- initial sign of the tumor. They appear lungs, adrenal glands, bones, and 
i ma in 2,298 autopsies, and, in a review as single or multiple, firm, painless, lymph nodes. The skin metastases 
X of the literature, reported four addi- ^ nonulcerative, reddish-blue nodules, 1 ^ were indicative of progression by the 
T tional cases. These five cases had to 2.5 cm in diameter, and differ from primary tumor and early fatal termi- 
$ metastasized to the head in one, tothe the usual dermal nodules, such as nation that occurred from three weeks 
m trunk in three, and to the extremities — fibromas, inflammatory granulomas, to six months after the appearance of 
y in one. Three of the metastases were and adnexal tumors. Although the the skin tumors. 

bee found in women; the median age of sudden onset and general appearance 

b the patients was 44 years, and the of these unusual cutaneous metas- 

a median duration of the metastases tases are characteristic, biopsies are References 

| before death was 15 weeks. necessary to confirm the diagnosis. 

is More recently, Kahn et al? in 1971, The hepatomas metastasized by blood , l Reingold IM: Cutaneous metastases from 
v reported a 1 x 1 x 1.2 em nodule on vessels and appeared in the dermis as a oneris soph onthe on at "hid: 
E the chin of a 64-year-old man that had adenocarcinomas in two instances and nant disease. Am J Cancer 30:718-730, 1937. 

Ds been present for 13 months as the as a hepatocellular carcinoma in one. 3. Kahn JA, Sinhamohapatra SB, Schneider 
s. initial sign of a hepatoma, and they In the former instances, the metas- rents ARRAS phd metastasis. 
a observed a similar lesion in the right tases were separated by a thin Grenz 4 Brownstein MH, Helwig EB: Metastatic 
Ge. preauricular area. Brownstein and zone from the overlying epidermis, tumors of the skin. Cancer 29:1298-1307, 1972. 
j^ | Helwig' reported on three cases of which was intact and had some flat- 5. Helson L, Garcia EJ: Skin metastases and 


primary liver carcinomas with skin 
metastases, without further elabora- 
tion. Helson and Garcia? reviewed the 
literature, including the article by 
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tened rete ridges. In the third 
instance, small fragments of hepato- 
cellular carcinomas were removed in 
the hematoma contents. Usually in 


hepatic cancer in childhood. NY State J Med 
5:1728-1730, 1975. 

6. Okuda K, Peters RL: Hepatocellular Carci- 
noma. New York, John Wiley & Sons Inc, 1976, 
p 158. 
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Eosinophilic Fasciitis 


David Weinstein, DO, Robert Allen Schwartz, MD, MPH 


è Localized areas of indurated skin, 
which were adherent to the underlying 
tissues of the upper extremities, suddenly 
developed in a 55-year-old woman. Histo- 
logic examination of these bound-down 
areas disclosed a thickening and inflam- 
mation of the deep fascia. There was an 
associated eosinophilia and a marked 
clinical improvement after 18 months of 
oral steroid therapy. These gross and 
microscopic findings, as well as the 
peripheral eosinophilia and clinical re- 
sponse while oral steroids were adminis- 
tered, are all characteristics of the recent- 
ly described entity called eosinophilic 
fasciitis. Its recognition is important since 
it may be steroid responsive. 

(Arch Dermatol 114:1047-1049, 1978) 


F 1974 Shulman! described two male 
patients who had a diffuse, scle- 
roderma-like disease with firm, taut, 
bound-down skin, which spared the 
face. Flexion contractures of the 
elbows and knees and limitations of 
shoulder abduction occurred a few 
weeks after the onset. These two 
patients lacked Raynaud’s phenome- 
non or other visceral manifestations 
of progressive systemic sclerosis 
(PSS). Tests for antinuclear anti- 
bodies (ANAs), rheumatoid factor, 
complement, and cryoglobulin were all 
negative. The laboratory data was 
remarkable only for a peripheral eo- 
sinophilia, an elevated sedimentation 
rate, and hypergammaglobulinemia. 
A biopsy specimen showed striking 
thickening of the subdermal fascia 
with an intense infiltration of plasma 
cells and lymphocytes. The bone mar- 
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row showed eosinophilia and plasma- 
cytosis. The skin was without PSS 
changes, and the muscle showed no 
myositis. In 1975 Shulman? reported 
on these two patients and two addi- 
tional ones, for a total of three men 
and one woman (age range, 19 to 59 
years); all of these patients had 
previously described abnormal find- 
ings from their clinical, microscopic, 
and laboratory studies. While receiv- 
ing oral prednisone, one patient had a 
full remission, and the other three had 
functional improvement and removal 
of their abnormal laboratory values. 
Since heavy physical exertion closely 
antedated three of these four cases, 
Shulman’ suggested it might be a 
pathogenetic clue. 

Since Shulman's original reports,'* 
additional cases have been reported. 
Rodnan et al and Rodnan et al 
reported seven such cases and labeled 
the entity “eosinophilic fasciitis.” Ca- 
perton and Hathaway? reported five 
more cases, and Schumacher* pre- 
sented an additional one. Our ease also 
appears to be similar or identical to 
those originally described by Shul- 
man.'? 


REPORT OF A CASE 


A 55-year-old woman was initially seen 
in September 1975; she complained of a 
sudden onset of "tightness" of her arms 
and neck of three to four weeks' duration. 
It started two weeks after her last stren- 
uous physical activity, swimming. The 
range of motion of both upper extremities 
progressively decreased and was asso- 
ciated with a peculiar firm, taut appear- 
ance of the skin, which was seemingly 
bounded down to underlying structures. 
The patient was otherwise entirely asymp- 
tomatic. She denied symptoms of arthritis, 
Raynaud's phenomenon, weight loss, dys- 
phagia, or hypertension. 

Her general health was good, and she 
had no recent illnesses or infections. She 
was using no oral or topical medication. 
She had no known allergies or drug hyper- 
sensitivities. Her family history was 
noncontributory with respect to allergic, 
cutaneous, or rheumatic disease. 

At admission, physical examination 
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showed a well-nourished, normotensive 
woman with marked induration and irreg- 
ular dimpling over the flexor surfaces of 
both arms and forearms (Fig 1) and both 
sides of her neck. The face, fingers, and 
lower extremities were spared. Moderate 
limitation of motion in flexion of the upper 
extremities and mild limitation of lateral 
neck flexion were noted. The remaining 
results of the physical examination were 
within normal limits. 

Laboratory tests disclosed the following 
values: hemoglobin, 14 g/dl; WBC, 8,900/eu 
mm, with 11% eosinophils, 48% polymor- 
phonuclear leukocytes, 30% lymphocytes, 
9% monocytes, and 2% basophils. The ESR 
(Westergren) was 32 mm/hr. The following 
tests were negative or within normal 
limits: serum electrolytes, blood chemis- 
tries (by automated multiple analysis 
system of fasting blood), serum creatine 
phosphokinase, ANA test, rheumatoid fac- 
tor test, serologic test for syphilis (rapid 
plasma reagin), serum protein electropho- 
resis, prothrombin time, serum immuno- 
electrophoresis (IgG, IgA, IgM, C3, hapto- 
globin, transferrin, C4, and albumin), 
serum IgE, serum cryoglobulin, and urina- 
nalysis. The thyroglobulin slide test 


Fig 1.—Flexor surface of right forearm 
showing marked induration and irregular - 
dimpling. 
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Fig 2.—Biopsy specimen of right arm shows deep fascia that overlies muscle is markedly 
thickened with chronic inflammatory infiltrate evident. Infiltrate contains numerous 


eosinophils (hematoxylin-eosin, x 100). 
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Fig 3.—Higher magnification of infiltrate in Fig 2 (hematoxylin-eosin, x 300). 


showed a positive 1 to 2+ microsomal 
pattern, and the antiparietal cell antibody 
test was positive (2 to 3+). The IgG level 
was 1,224 mg/dl (normal, 600 to 1,500 mg/ 
dl), and the IgE level was 400 ng/ml 
(normal, 20 to 500 ng/ml). Bone marrow 
aspiration revealed a distinct eosinophilia 
in a moderately hypocellular marrow with 
increased iron stores and sideroblastope- 
nia. Results of pulmonary function tests 
were normal; cinefluoroscopy of the eso- 
phagus, chest x-ray film, and ECG were 
also normal. A deep biopsy specimen from 
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the right arm was interpreted as eosino- 
philic fasciitis. 

The patient was discharged on a regimen 
of 30 mg of oral prednisone each day, and 
she was followed up periodically in our 
dermatology clinic for 19 months. One 
month after discharge, ill-defined, indu- 
rated plaques appeared on both pretibial 
areas and over the right scapula. At this 
time, the ESR had fallen to values of 12 and 
1 mm/hr, respectively. Trial therapy with 
intralesional triamcinolone acetonide to 
the scapula lesion and flurandrenolide tape 
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Fig 4.—Fascial infiltrate demonstrating 
many eosinophils with single and bilobed 
nuclei (hematoxylin-eosin, x 125). 


to the pretibial lesion was started, while 
the patient was still receiving 30 mg of 
daily oral prednisone. By February 1976, 
three months after discharge, a subjective 
and objective improvement of the lesions 
of the upper extremities was noted with 
decreased induration and increased range 
of motion. At that time, laboratory studies 
yielded the following values: hemoglobin, 
14.7 g/dl; WBC, 9,400/cu mm, with 55% 
polymorphonuclear leukocytes, 4% band 
cells, 40% lymphocytes, 1% monocytes, and 
no eosinophils. The ANA test was negative. 
Levels of IgG, IgA, IgM, C3, and C4 were 
within normal limits. The topical and 
intralesional steroid therapy was discon- 
tinued, and the regimen of oral prednisone 
gradually was tapered on an every other 
day schedule until it was discontinued 18 
months after discharge, with the improve- 
ment of the patient’s induration and range 
of motion. One month after the discontin- 
uance of oral prednisone, the patient was 
still gradually improving. 

The patient noted that she could only 
extend her elbows to 120° on initial evalu- 
ation and can now extend her elbows to 
175°. She also noted that her glenohumeral 
motion improved from only 90° on initial 
examination to 180° at present. In fact, 
while initially unable to comb her scalp 
hair, she now thinks she has progressed to 
the point of full range of motion. Neverthe- 
less, her skin still appears to be bounded 
down on all four extremities and her 
shoulders. A recent skin biopsy specimen of 
the right shoulder plaque showed a late 
lesion of scleroderma. 


PATHOLOGIC FINDINGS 


A deep biopsy specimen from the 
right arm was examined. The epider- 
mis and dermis appeared normal with 
a mild, mononuclear perivascular in- 
filtrate noted in the lower dermis. The 
dermal collagen and  appendigeal 
structures appeared normal. The sub- 
dermal fascia demonstrated marked 
thickening and collagenous hypertro- 
phy, as well as a marked edema with 
fibrin deposition and an impressive 
infiltrate (Fig 2). The infiltrate within 
the fascia consisted of lymphocytes, 
histiocytes, plasma cells, and eosino- 
phils (Fig 3 and 4). No muscle was 
present in the specimen. 

A later biopsy specimen from an 
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indurated gaie of the right Houlder 


- showed a somewhat thinned epider- 


"e 
mis and a dermis characterized by 


thick, dense, pale, and homogenous 


: collagen throughout its papillary and 


upper and lower reticular portions. 
The markedly atrophic eccrine glands 
and. some fat lobules appeared well 
inside the dermis. No infiltrate was 
evident, and few blood vessels were 
seen in the collagen. There was no 
fascia or muscle in the speeimen. 


COMMENT 


In this case, we have presented 
eutaneous findings in a 55-year-old 


woman with fixed indurated areas of | 
skin on all four extremities, which 


microscopically showed a significant 
inflammation of the faseia. The 
patient lacked Raynaud's phenome- 
non or other visceral findings that 
were suggestive of PSS. The asso- 
ciated finding of eosinophilia and 
elevated ESR were also observed, 
although there was no hypergamma- 
globulinemia. A good response t oral 
prednisone was noted. 

Our case is very similar to the 
others in the literature, all of which 
share the described scleroderma-like, 
gross, eutaneous pathologie condition 


.. without other clinical or mieroscopic 
evidence to establish a diagnosis of 
“pss. 


Rodnan et al* reported six similar 
eases (four men and two women who 
ranged in age from 18 to 60 years). He 
later added another case to his series,’ 
an ll-year-old boy. These patients 
initially had pain and swelling of 
distal forearms and/or legs fellowed 
shortly by severe skin induration and 
limited motion of the hands and feet. 
One had facial involvement; in anoth- 
er, the lower abdomen was affected. 
However, the microscopic pathologie 


condition differed slightly, since the 
.. pannieulus and dermis were also 
^. involved. In addition, the abundant 
infiltrate of the fascia had lympho- 
cytes, plasma cells, histiocytes, and. 


eosinophils, the latter bein g specifical- 
ly noted to be absent in Shulman’s 
four cases. Histiocytes were not 
noted to be present in Shulman's 
cases." Rodnan et al? and Rodran et 
al‘ did immunologic studies on two of 
their cases and demonstrated IgG and 
C3 in the deep fascia and underlying 
muscle septa. All six had eosinophilia 
and hypergammaglobulinemia of pre- 
dominately IgG. One of their cases 
enjoyed a spontaneous cure, and the 
rest showed clinical improvement and 
no eosinophilia after prednisone ther- 
apy. 

Caperton and Hathaway? reported 
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five similar eases and proposed that 


this syndrome is an unusual steroid- 
responsive variant of scleroderma. 
They had five cases (two female and 
three male who ranged in age from 4 
to 46 years). They initially had sudden 
skin edema that rapidly progressed to 
the wrist, shoulder, and elbow contrac- 
tures. Joint contractures were noted 
in all and synovial inflammation in 
three of five cases. Patches of 


morphea on the back were also 


observed. There was a relative sparing 
of the face and fingers. The deep 


inflammatory infiltrate in their cases 


extended through the muscle fascia 


into the superficial muscle bundles. 
Later in the course of the disease, they 


noted that the biopsy specimen 


showed typical dermal changes of 


PSS, in addition to the deep fascia and 


muscle inflammation. The early infil- 


trate was noted to include eosinophils. 
A transient impressive early eosino- 
philia.was noted, as well as a hyper- 


gammaglobulinemia of mostly IgG. A 


rheumatoid factor test was positive in 


two cases, and an ANA test was posi- 


tive in one. 

Schumacher? reported a similar case 
with a mild myositis in a 28-year-old 
man who underwent strenuous physi- 
cal exertion. However, there was no 
dermal change of PSS noted on the 


biopsy specimen. There was a perivas- 


cular infiltrate of histiocytes and 
lymphocytes in the dermis, subcuta- 
neous fat, and fascia. The muscle 
fibers showed superficial destruction 
with infiltration by lymphocytes, oc- 
easional plasma cells, and rarely eosin- 
ophils. 

On the other hand, Atherton’ 
deseribed a 49-year-old man who had 
the gross pathologic features of eosin- 
ophilic fasciitis in a setting that was 
suggestive of scleredema. The biopsy 


specimen had markedly increased der- 


mal fibrous tissue with PAS-positive 
and  aleian-blue-negative reactions 
and strongly metachromatic material 
between collagen bundles in the deep 
dermis, but fascia was not included in 
the specimen biopsy Atherton’ sug- 
gested that eosinophilic fasciitis and 
scleredema may be variants of a 
single disease. However, our case and 
the others that have been reported 
lack these histopathologic changes of 
scleredema, which were well reviewed 
by Curtis and Shulak.* 

Although Atherton’ suggested a 
close relationship of eosinophilic fas- 
clitis to scleredema, and Caperton and 
Hathaway’ considered it to be a sele- 
roderma variant, Shulman’s cases'? 
provided no overlying dermal patho- 
logic condition in favor of either 
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suggestion. It is not clear: where on 
which spectrum of disease, if any, this 


possible  steroid-responsive - entity : 
should be classified. Nevertheless, we 
think eosinophilic fasciitis might be 
best classified as a type of circum- 
scribed scleroderma (morphea). 

We use the phrase “possibly” ste- 
roid. responsive since the number of 
reported cases is small, and the course 
of the disease is far from clear. Spon- 
taneous remission has been reported 


in one patient. Improvement may be, 


as Schumacher suggests, either coin- 
cidental with the steroid use or symp- 
tomatic alone, without affecting the 
underlying disease process. | 
Perhaps the sex incidence repre- 
sents a pathogenetic or categorical 
clue. After all, seleredema and PSS. 
have charaeteristie female predomi- 
nance. If we exclude Atherton's male 
patient, eosinophilic fasciitis appears. 
in this sampling in a ratio of 12:6 or 2: i 
(male to female). | 
We are impressed with the finding 
from the deep biopsy specimens in a 
of these cases. It seems that deep 
biopsy specimens into fascia are rare- 
ly done in cases of scleredema, 
progressive systemic sclerosis, and 
other entities of the collagen vascular. 
disease spectrum. One wonders, for 
example, how many patients with 
cireumscribed scleroderma (morphea). 


have fascial involvement similar to 


eosinophilie fasciitis. The additional 
information might be very helpful. 


John Goldman, MD, made the clinical diagnosis i 
and educated us about this entity. Daniel Rich- . 
field, MD, interpreted the histopathology and 


provided helpful suggestions. E. A. Kindel, MD, 


referred the patient to us. 
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Hearing Aid Dermatitis 


Maj Marshall A. Guill, MC, USA, Lt Col Richard B. Odom, MC, USA 


e Allergic eczematous contact derma- 
titis developed in the external auditory 
canals and external ears of a woman who 
wore bilateral "in-the-ear" hearing aids. 
Patch tests demonstrated that methyl 
methacrylate monomer was the offending 
chemical. Heat curing the resin increased 
polymerization and reduced the amount of 
residual acrylic monomer, thus alleviating 
the problem. 

(Arch Dermatol 114:1050-1051, 1978) 


Mines their introduction in the 1940s, 
acrylic resins have been used in 
many varied areas, including medi- 
cine.' Acrylic resins are widely used in 
prosthodonties and in the manufac- 
ture of surgical prostheses, plaster 
splints, and contact lenses. Methacry- 
late resin is one of many resins used to 
treat permanent press garments.’ 
Allergie contact dermatitis has been 
reported to occur in dentists and 
dental technicians who worked with 
acrylic resins,*> in printers who 
worked with acrylate printing plates,’ 
in individuals who used acrylic resin 
sealers in doing automotive work, in 
persons who had contact with the 
acrylic resins used for processing 
copolymers with polyvinyl acetate in 
the manufacture of paints,” and in an 
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orthopedic surgeon who used an acryl- 
ic cement that penetrated his rubber 
gloves.' 

We report a case of allergie contact 
dermatitis caused by the residual 
methyl methacrylate monomer pres- 
ent in a patient's hearing aids. 


REPORT OF A CASE 


A 51-year-old woman was referred to the 
Dermatology Clinie from the Otolaryn- 
gology Clinie with a history of recurrent 
dermatitis in both ears after wearing 
hearing aids. The patient had a hearing 
loss since childhood that necessitated the 
wearing of bilateral hearing aids. Recent- 
ly, she obtained new "in-the-ear" model 
aids (Figure) that fit snugly and com- 
fortably in the external auditory canals. 
These aids, in which both the battery and 
the amplification device are contained in 
one small package, provide superior am- 
plification and are free of the cumbersome 
over-the-ear apparatus commonly found in 
older-style models. Because these aids are 
both effective and cosmetically more 
acceptable, they are attractive to many 
persons with a hearing loss. After some 
four to five days of wearing her aids, the 
patient developed a weeping, pruritic 
dermatitis in her external auditory canals. 
On replacing the new aids with her old 
ones, the dermatitis would resolve. How- 
ever, it would reappear each time she tried 
to wear her new aids. Communication with 
the manufacturing company of our pa- 
tient’s aids disclosed that the hearing aid 
body was made with methyl methacrylate, 
an acrylic plastic, that they routinely 
“eold-cured.” All of their new in-the-ear 
hearing aids were made of the acrylic 
plastic, methyl methacrylate. The patient 
was patch tested in the manner presented, 
and the results were communicated to the 
manufacturing company. The company 
provided the patient with new heat-cured 
aids. She has worn these aids without 
evidence of irritation or sensitization for 
nine months. 


PATCH TESTING 


Occlusive patch tests were performed 
with the use of allergens from a standard 
screening tray. The patient was patch 
tested to the offending hearing aid and to 
a tray of various plastic resins not 
including methyl methacrylate. With the 
cooperation of the manufacturing compa- 
ny, the patient was patch tested to the 
material from which the aids were made as 
well as to three other sample materials: 

1. The normal cold-cured processed 
methyl methacrylate identical to the hear- 
ing aid 

2. Methyl methacrylate cured at 60 °C 
with 6.75 kg of pressure per square inch for 
one hour 

3. Methyl methacrylate cured at 60 °C 
with 6.75 kg of pressure per square inch for 
eight hours 

4. Heat-cured polymerized methyl meth- 
acrylate material 

The four sample materials provided by 
the company were in the form of small, 
smooth-surfaced blocks. For patch testing 
purposes, these were taped lightly to the 
patient's forearms, two blocks on each arm. 
While it is known that false-positive 
results can be obtained from patch testing 
with solid materials, we believed that this 





"In-the-ear'" model hearing aid. 
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^ method of testing was most feasible. The 





. Smooth. surface of the blocks mere closely 
simulated the aids used by the patient. It 
| was believed that shaved material from the 

— eured blocks might be irritating to the skin 

.. — and produce confusing results. The inner 
... aspectof the forearms was used for testing 
-: a8 application to the back would have been 
- -— uncomfortable for sitting and lying posi- 
- tions. At the same time, the patient was 

: patch tested to 10% methyl methacrylate in 







late monomer was used. 
RESULTS 


Patch test results to the rou 
wd tray were negative with the e 
of a positive reaction to nickel su 
-This reaction correlated with 
patient's history of dermatitis c; 






by her watch band and by earrings. 


Results of the patch test to ot. 


hearing aid on the left forearm were 
positive with the developmert . ofa 
pruritic vesicular dermatitis at 48 
hours. The patch tests to a tray of — 
various plastic resins, excluding. meth- | 
yl methacrylate, had. ges Te 





sults. 
Pateh test findings were 






















e in olive oil. The r | 
patch test materials showe 
fenilts. Patch, tests of * 





FN a Philips RW: Skinner's Setence of. Dintal - : : 
= Müterial. Philadelphia, WB. Saunders Co, AN Ai 


pp 157-215. 


. €& Fisher AA: Contact Dermatitis. Philadel- : 


phia, Lea & Febiger, 1978, pp 60-358. . 


3. Fisher AA: Allergic sensitization of skin and | 


oral mucosa to acrylic denture materials. JAMA 


‘olive oil as recommended by Fisher? In. 
preparing the methyl methaerylate pateh ^ 


| . methaerylate 
test liquid, unsaturated methyl Mosi 


methyl methacrylate monomer is a- 
well-known sensitizer. When com- 
pletely polymerized or cured, this 











resin | 
othe heat-cured type. Studies have 
shown that 3% to 5% of the cold-cured 


positive to: 
the cold-cured methyl methacrylate | 
aterial and to 10% methyl methaery- | 


negative | 
9 normal. 


controls with 10% € m 
late in olive oil 


had negative 
responses. This testing was per- 
formed to detect any primary irritant 
effect of 10% methyl methacrylate in 
olive oil. 





COMMENT 


. This patient developed recurrent 
eezematous dermatitis in her ears 


because of sensitivity to methyl 


monomer. Uncured 


compound. rarely produces dermati- 
tis." : 


x - Polymerization and hardening of 

_ the resin may take plaee by heating or 
by cold curing at room temperature, 
. For cold curing, polymerization is 
. induced using an organic peroxide, 
usually benzoyl peroxide, as an accel- 


erator.’ Polymerization in a cold-cured 
ever as complete as that of 








resin is composed of free monomer. 
In a heat-cured resin approximately 
0.5% of residual monomer is present.' 
Close contact between the hearing aid 
and the epithelium of the auditory 
canal and external ear allowed suffi- 
cient residual monomer to be released 


to produce sensitization. So it was not 
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surprising to witness the emergen 
of irritant or allergic eczemato 
contact dermatitis to the incompletely 

cured methyl methacrylate in our- 
patient. It is fortunate that simple 
heat curing the monomeric form of: 
the acrylic plastic will induce fairly 
complete polymerization. It is rare for. 
a heat-cured product to induce sensiti- 
zation.? 

The benzoyl peroxide used as an 
accelerator in cold curing can also act 
as a sensitizer. Hydroquinone is used 
as a stabilizer of the liquid monomer. 
This compound can also act as a sensi- 
tizer and has been implicated in cases 
of allergie contact dermatitis. In 
making prostheses, pigment is added © 
to the mold and could act as a sensi- 
tizer in some cases. Persons who- 
develop allergic contact dermatitis 
after contact with methyl methacry- 
late, and who are not sensitive to the - 
methacrylate monomer, may be sensi- 
tive to any of ‘these additives.’ 

A communication with the. man 
facturer of the patient’s hearing aic 
indicated that other persons wearing 
identical hearing aids had developed 
dermatitis of the external auditory 
canal and external ear. The producers 
have been alerted regarding the 











potential hazards of the cold curing 


process in the manufacture of these 
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tology, Colby College, and Mid- -Maine 
r will. sponsor the See- -— 
ond Annual Seminar in "Office Der- . 
matology" on Aug 1-4, 1978, at Colby uo 


Medieal Center 


College, Waterville, Me. 


The seminar is designed for pri- l 


mary care physicians who treat der- 
matologie disease in both office and 
hospital. 
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I ymphomatoid Granulomatosis 


After Immunosuppression for emphigus 


" Hugo O. Jauregui, MD, PhD 


te e Lymphomatoid granulomatosis de- 
veloped in a patient with pemphigus 
vulgaris who had been undergoing immu- 
nosuppressive therapy for three years. At 
autopsy, typical angiodestructive and an- 
giocentric lesions with large lymphoid 
cells (immunoblasts) were found in the 
lungs and mediastinal nodes. 
.. Although a direct causal relationship 
between immunosuppression and lym- 
phomatoid granulomatosis is lacking, the 
association of the two has been de- 
"scribed. Immunoblastic sarcoma is also 
. seen in immunosuppressed patients, and 
— the role of the immunoblast in both of 
these disorders indicates that they may be 


related. This report suggests that, like - 


immunoblastic sarcoma, lymphomatoid 
granulomatosis: may develop under condi- 
tions of diminished immunologic surveil- 
lance, whether iatrogenic or naturally 
occurring. 

`- (Arch Dermatol 114:1052-1055, 1978) 


ymphomatoid granulomatosis is a 


granulomatous lymphoreticular 

^ be ders disorder with angiocen- . 
. trie and angiodestructive characteris- 
ties. An infiltrate of plasma cells— 
large lymphoid cells - 
("immunoblasts"), and histiocytes—is 


. lymphocytes, 


. found predominantly in the lungs, but 
Skin, CNS, kidneys, and adrenal 





Accepted for publication Oct 24, 1977. 

From the Department of Laboratory Medicine 
and Pathology, University of Minnesota, Min- 
neapolis. 

Reprint requests to Department of Laboratory 
Medicine and Pathology, Box 609, Mayo Memo- 
rial Building, 420 Delaware St SE, University of 
Minnesota, Minneapolis, MN 55455 (Dr. Jaureg- 
ui). 


..1052 Arch Dermatol—Vol 114, July 1978 





glands d may be involved. The 
cause of this condition is unknown, 
but five of the 40 cases originally 
described evolved into malignant lym- 
phomas.' 

On occasion, the granulomatous fea- 
tures have caused confusion in the 
histologic evaluation of lung and skin 
biopsy specimens; the distinction be- 
tween lymphomatoid granulomatosis 
and Wegener’s granulomatosis de- 
pends on a eareful evaluation of the 
magnitude and, especially, the atypi- 
cality of the cellular infiltrates.” 

The role of immunosuppression in 
the pathogenesis of this entity was 


first suggested by Liebow et al’ and 


this was substantiated by a report of a 


ease of lymphomatoid granulomatosis | 


in.an immunosuppressed renal trans- 


plant recipient.* 


Lam reporting a case of lymphoma- 


“toid granulomatosis in a patient with 
| pemphigus vulgaris who underwent 
 immunosuppressive therapy for three 


years and had unsuspected pulmonary 
manifestations of the former disease, 
but who did not have skin involvement 
either during life or at the time of 


E autopsy. 


REPORT OF A CASE 


In March 1978, a 70-year-old man was 
admitted to this hospital for the third time. 


He had a history of coronary arteriosclero- 
sis complicated by ventricular ectopic 
rhythm, which responded to treatment 
with orally administered atropine sulfate, 
digoxin, isoproterenol hydrochloride, and 
quinidine sulfate. His initial complaints 
were mouth soreness (believed to be the 


result of quinidine hypersensitivity) and 


enlarging bullous skin lesions, The patient 
described scalp and lower leg lesions in the 





past, but ies had recently cleared. All of 
the lesions were painful and pruritic. 

Examination of the skin showed three 
erythematous, crusted lesions in the seapu- 
lar areas that each measured approximate- 
ly 5 em in diameter. Vesicles and crusts 
were present. on both ankles. Large, 
confluent, denuded areas on the buccal 
mucosa with ulcerations of the soft palate 
also were present. . 

Skin biopsy showed an. acantholytie bulla 
in the lower portion of the epidermis 
compatible with. pemphigus vulgaris (Fig 
1). Direet immunofluorescence was posi- 
tive. A positive intercellular fluorescence 
at 1:80 dilution was present on indirect 


fluorescent studies. Treatment with 100 
mg of azathioprine daily and 180 mg of 


prednisone on alternate days was insti- 
tuted. The dosage of prednisone was later 
deereased to 50 mg on alternate days. 

In July 1974 (16 months later), still . 


undergoing immunosuppressive therapy, 


the patient was admitted to the. hospital 
with à large abscess on the left arm, which 
was treated successfully with surgery and 


" antibiotics. At this time, basilar rales were 
"noted on the right thorax. A radiologic 
examination was performed, which showed 


a 25 em- nodular density with possible 
cavitation. Azathioprine therapy was dis- 


continued, and the lesion healed during the 


next two weeks. At the time of the 
patient's discharge, the immunosuppres- 
sive therapy was resumed (100 mg of 
azathioprine daily plus 40 mg of prednisone 
one day, alternating with 10 mg the 
next). 
On his next admission in March 1975, a 

transurethral resection of the prostate was 
complieated by a bacteremia that re- 


-sponded to antibiotie therapy. His predni- 


sone intake was then 20 mg on alternate 
days. 

In April 1975 the patient was readmitted 
because of impaired pulmonary function 


and numerous ventricular extrasystoles. 


Following medical treatment, the patient 
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Fig 1.—Biopsy specimen from scapular skin shows acantholytic bulla in lower portion of 
epidermis (hematoxylin-eosin, original magnification x 125). 





< cA 


Fig 2.—Variegated infiltrate fills alveolar spaces and also invades alveolar septae 


- 


(hematoxylin-eosin, original magnification x 400). 


was discharged on a regimen of prednisone 
(5 mg/day) and quinidine sulfate, only to 
be readmitted a month later because of 
right lower-lobe pneumonia. The x-ray 
findings resolved under antibiotic treat- 
ment, but the patient continued to 
complain of severe shortness of breath and 
hemoptysis; he died suddenly, ostensibly 
from pulmonary embolism. 


AUTOPSY FINDINGS 
Lungs 


The right lung weighed 620 g and 
the left weighed 470 g. Both were 
severely congested, and the right 
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upper lobe showed extensive subpleu- 
ral hemorrhages. Branches of both 
pulmonary arteries showed recent and 
organizing thromboemboli totally oc- 
cluding many small arterial branches. 
Two recent hemorrhagic infarcts were 
present in the right lower lobe. The 
right upper lobe showed several white 
solid nodules surrounding infarcted 
areas. In addition, there were areas of 
yellow consolidation (“golden pneu- 
monia") in the base of both lungs. 
Mediastinal lymph nodes were en- 
larged. 
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T T 


Microscopically, there were hemor- 
rhagic and ischemic infarcts sur- 
rounded by an inflammatory infil- 
trate that, at low power, was some- 
times quite inconspicuous. However, 
in many fields, high magnification 
showed that this infiltrate did not 
have the appearance of the midzonal 
acute or chronic exudate that typically 
surrounds pulmonary infarcts. In- 
stead, it consisted of a variegated 
group of cells, some of which exhibited 
lymphocytoid or plasmocytoid fea- 
tures; others were typical lymphocytes 
(Fig 2). In many fields the infiltrate 
tended to expand to other alveoli, and 
there was early invasion of the alveo- 
lar septae (Fig 2). Mitoses sometimes 
were present. À prominent character- 
istic of these infiltrates was their 
tendency to surround and invade 
muscular arteries or veins (Fig 3), 
which frequently showed necrosis of 
their walls and/or organized thrombi. 
The infiltrate also involved small 
bronchi. Large lymphoid cells with a 
thin rim of amphophilic cytoplasm, a 
large, clear nucleus, and prominent 
nucleoli were very prominent in 
certain areas (Fig 4). Many of these 
cells stained red-purple color with 
methyl-green pyronine stain. Groups 
of histiocytes loaded with lipid vac- 
uoles were present; they represented 
the microscopic counterpart of the 
gross finding of golden or "obstruc- 
tive” pneumonia. Mediastinal and ca- 
rinal lymph nodes showed effacement 
of normal architecture by an infiltrate 
similar to that present in the lung. 


Other Organs 


The heart weighed 560 g and 
showed evidence of occlusive athero- 
sclerotic coronary disease and an old 
myocardial infarction. No evidence of 
granulomas or angiitis was present on 
microscopic examination. The left kid- 
ney showed an old cortical infarction 
with neither vasculitis nor glomerular 
damage present. 

The CNS and skin were examined 
carefully for the presence of vasculi- 
tis, and none was found. There were a 
few areas on the skin that possibly 
represented old healed lesions of 
pemphigus vulgaris, but no active 
lesions were found. 


COMMENT 


The polymorphic cellular infiltrate 
present in the lungs and lymph nodes 
of this patient is one of the prominent 
features of lymphomatoid granuloma- 
tosis; the other is the angiocentric 
localization of this infiltrate. The 
main cellular component is the large 
lymphoid cell, also referred to as an 
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Fig 3.—Transversal section of pulmonary artery branch shows angiocentric polymor- 
phous cell infiltrate (hematoxylin-eosin, original magnification » 300). 
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Fig 4.—High-power view of infiltrate lymphocytes, plasma cells, and large lymphocytoid 
cells with prominent nucleoli (hematoxylin-eosin, original magnification Xx 500). 


immunoblast,! whose amphophilie cy- 
toplasm stains red by the methyl- 
green pyronine stain. In 18 of the first 
reported 40 cases of lymphomatoid 
granulomatosis, skin granulomas 
were present; these were the first 
clinical manifestations on at least two 
occasions.’ In this case, skin granulo- 
mas were not present. Pulmonary 
signs and symptoms were the first 
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clinical manifestations observed in 
this patient who underwent three 
years of immunosuppressive therapy 
for pemphigus vulgaris. In the origi- 
nal description of lymphomatoid gran- 
ulomatosis, symptoms of pulmonary 
disease appeared in most patients. 
The pulmonary lesions were in the 
peripheral parts of the lung, chiefly, 
as in this case, in the lower lobes, with 


sparing of the apices.' A good number 
of patients had pulmonary infiltra- 
tions that were described as pneu- 
monic or mass-like in character,” but 
two thirds of the patients had individ- 
ual nodules that showed cavitation 
when studied by tomography, just as 
in this patient.' 

Proliferation of immunoblastic cells 
often occurs in both the limited and 
classic forms of Wegener's granulo- 
matosis. Classic Wegener's, with the 
triad of necrotizing granulomatous 
lesions in the upper and lower respira- 
tory tract, generalized focal vasculitis, 
and focal glomerulonephritis,^ is a 
rare disease. Wegener's granulomato- 
sis can appear in limited form with 
exclusion of upper respiratory tract or 
renal involvement.'^ Limited forms 
that involve only the midfacial region 
occasionally have been called “lethal 
midline granuloma.""*'" This term is 
imprecise because it has been indis- 
criminately used to label destructive 
necrotic lesions that, clinicopathologi- 
cally, were or evolved into malignant 
lymphoma, a form of Wegener’s gran- 
ulomatosis limited to the face, or 
lymphoreticular proliferative lesions 
(polymorphic reticulosis) limited to 
the nasal and paranasal soft and bony 
structures, which are capable of 
dissemination later." 

In lymphomatoid granulomatosis 
the “angiitis granulomatosis com- 
plex" present in the lungs may be 
indistinguishable from the same type 
of lesions present in the classic form 
of Wegener's.* In this particular case 
the lack of a florid granulomatous 
reaction and the conspicuous atypical- 
ity of the cellular infiltrates facili- 
tated the diagnosis. : 

Lymphocytie interstitial pneumo- 
nia, an entity characterized by diffuse 
infiltrates of lymphocytes intermixed 
with mononuclear and plasma cells 
and frequently associated with dys- 
proteinemia," should be included in 
the differential diagnosis. This condi- 
tion is neither angiocentric nor an- 
giodestructive. Furthermore, this pa- 
tient had no immunoglobulin abnor- 
malities. 

Lymphomatoid granulomatosis and 
certain types of lymphomas have simi- 
lar clinical and morphological charac- 
teristics, suggesting that these two 
diseases may be variants of the same 
process, but at opposite ends of the 
spectrum. Liebow et al saw five of his 
40 cases evolve into lymphomas and, 
in these cases, histologic evaluation 
demonstrated large neoplastic cells of 
“reticuloendothelial origin” invading 
lymph nodes as well as other tissues.’ 
It has been difficult to classify the 
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lymphoma associated | ‘with typical 
desions of lymphomatoid granuloma- 
tosis.” It is evident that the term 
... “reticulum cell sarcoma" has become 
: ^ meaningless for communication as it 
' was suggested by Gall? Recently, the 
-.  Feticulohistiocytie identity of the pro- 
"Tiferative cell in the so-called reticu- 
um cell sarcoma or histiocytic lym- 
“phoma has been reviewed, and an 
-. immunological classification has been 
proposed." In this eontext the term 
immunoblastic sarcoma is used to 
label those tumors of immunoblasts in 
patients with chronie immune disor- 









ders that have been included in the. 
past under the term reticulum cell 







sarcoma.' The risk of this type of 
‘lymphoma in immunosuppressed re- 


normal individuals. 


cation’) and immunoblastie sarcoma 


(75% of 12 cases) both attack the | 
: tation. 


brain, no evidence of CNS vasculitis 
: was Bp at the time of autopsy in 
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nal transplant patients was found in — 
one study to be 30 to 40 times that 
expeeted in a normal population; d 
another study suggests that the risk 
may be as high as 100 times that of. 


5 Lymphomatoid granulomatosis. Hum Pathol. 


Gefasserkauküngen Verh Dtsch Ges Pathol 


6. Godman GC, Churg J: Wegener's insu. 
tosis: Pathology and review of the Uter«bire. > 


Oq, Carrington CB, Liebow AA: Limited formis g 
-of angiitis and granulomatosis of Wegener’ so 


If indeed there is a relationship 
between immunoblastic sarcoma and 
lymphomatoid granulomatosis, it is 
surprising to find only one report of 
the latter in immunosuppressed renal 
transplant patients" and no report of 
this disease in patients with skin 
problems that demand intensive and 
prolonged immunosuppression, as in 
this case. The discrepancy suggests 


that either the two processes are not - 


as closely related as the histologic 
findings would seem to indicate, or 
that lymphomatoid granulomatosis 
has been missed in the past. Several 
observations suggest that the latter 
may be the case: 

1; Pulmonary biopsies are usually 


not done in immunosuppressed pa- 


tients with pulmonary symptoms. 
2. The radiological findings of lym- 


phomatoid granulomatosis mimic oth- 
cer clinical conditions, eg, infarcts, 
“pneumonia. 
Although lymphomatoid - granulo- |. E 
matosis (8 of 40 cases in immunosup- 
pressed patients of the original publi- 


3. Due to the recent description of 


lymphomatoid granulomatosis and to 
-the subtlety of the histologic criteria, 
"pulmonary lesions of this type^?^ may 





be particularly prone to misinterpre- 


“It is apparent that immunosuppres- 
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irinumeblasts: This PR of neoplasti : 
proliferation has been described in. 
chronie disorders in which the immu- - 
nologie surveillance mechanism is im- - 
paired, such as in Sjógren's syn-. 
drome,” alpha chain disease," congen- 
ital immune defects,” and in older 
patients without apparent immuno- 
logical defects“ who, it is known, lose - 
immune function as they age, "°t 
primarily the cell mediated immune. 


response. The present case suggests 


that lymphomatoid granulomatosis is . 
an example of a lymphoproliferative : 
disorder associated with prolonged 
immunosuppression. Since immuno 


Suppression is a very important toolin 
the practice of dermatology, it seems 


likely that, in the future, lymphoma- 
toid granulomatosis may be increas- 
ingly. recognized as an iatrogenic 
complication of immunosuppressive 
therapy. : 
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superior Vena Caval Syndrome 


Norman M. Price, MB, ChB, Barbara M. Egbert, MD 


e The two cases of the superior vena 
caval syndrome described illustrate the 
problem of making a diagnosis and of 
determining the etiology of this syndrome. 
The cutaneous manifestations were typi- 
cal of the syndrome and included the 
sudden onset of facial and upper extremi- 
ty edema, erythema, and telangiectasia. 
The causes of the syndrome cannot be 
recognized from the clinical presentation. 
In one of our cases, the cause was only 
determined at autopsy and proved to be 
an unusual benign cause, idiopathic 
thrombosis, masquerading as a malignant 
tumor; the other case was caused by an 
actual malignancy. The manifestations of 
the syndrome should alert the physician 
to determine its cause in order that appro- 
priate therapy may be instituted as rapidly 
as possible. 

(Arch Dermatol 114:1056-1058, 1978) 


he cutaneous manifestations of 

the superior vena caval syndrome 
(SVCS) consist of numerous symp- 
toms and signs that individually 
would not suggest an obstruction in 
the venous return to the heart, but 
collectively these can be recognized as 
the SVCS and should alert the physi- 
cian to the possibility of such a diag- 
nosis. The etiology of the syndrome is 
varied and, while nearly all the 
patients are found to have a neoplasm, 
there are many potential benign 
causes that should be considered. 
Investigations should be directed to 
determine whether the cause is a 
benign or malignant one so that 
appropriate therapy can be instituted 
as rapidly as possible. We report two 
cases of the SVCS; one was a patient 
with a malignancy and the other had a 
relatively obscure and unusual benign 
cause of the syndrome. 
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REPORT OF CASES 


Case 1.—A 61-year-old man with a 
history of insulin-dependent diabetes mel- 
litus of two years’ duration was initially 
seen at the emergency room of the 
Veterans Administration Hospital, Palo 
Alto, Calif, with a history of increasing 
edema and erythema on the face during 
the previous week and with dilated blood 
vessels on the chest that had suddenly 
appeared one day previously (Fig 1). A 
dermatologic consultation was obtained 
and the diagnosis of phlebectasia second- 
ary to the SVCS was suggested, with a 
differential diagnosis of a photoeruption. 
A chest roentgenogram was subsequently 
taken and an anterior superior mediastinal 
mass on the right side of the chest was 
demonstrated. On further questioning, the 
patient gave a history of the sudden onset 
of hoarseness six months previously. This 
had been extensively investigated by the 
ear, nose, and throat service but no patho- 
logical findings were determined. The 
patient had had a normal chest x-ray: film 
at that time. Physical examination on 
admission was unremarkable, except for 
the presence of tortuous dilated phlebec- 
tatic vessels that were raised above the 
level of the skin on the upper anterior and 
lateral aspects of the chest. The face and 
neck were edematous and cyanotic. The 
patient spoke with considerable hoarse- 
ness. The remainder of the findings from 
the physical examination were normal. The 
cause of the mediastinal mass was investi- 
gated; results of numerous sputum cytol- 
ogy studies were negative, as were cultures 
for tuberculosis and mycotic infections. 
Indirect laryngoscopy demonstrated a 
right vocal cord paralysis. The mediastinal 
mass was not demonstrated by a mediasti- 
noscopy but by a thoracotomy, during 
which a biopsy specimen of the mass was 
taken. This was interpreted as a poorly 
differentiated adenocarcinoma. The pa- 
tient’s condition was treated with radio- 
therapy; 6,700 rads were administered 
during a six-week period. The patient was 
discharged in good condition with complete 
resolution of the edema and cyanosis of the 
face and of the phlebectasia of the chest. 
He was scheduled to be followed up in the 
outpatient clinic. 

Case 2.—A 63-year-old man with a past 
history of hypertension, hypertriglyceri- 
demia, adult onset diabetes mellitus, and 
obesity was transferred to the Veterans 
Administration Hospital from a neigh- 


boring community hospital with a three- 
week history of fatigue, blurred vision and 
bilateral proptosis, edematous arms, and 
dilated blood vessels on the upper portion 
of the chest. When the patient was exam- 
ined on admission, he was found to have 
severe facial flushing, proptosis, and prom- 
inent dilated blood vessels above the 
nipples. A full oncology workup was unre- 
markable. A chest roentgenogram demon- 
strated mediastinal widening (Fig 2). A 
thoracotomy was performed and a multi- 
lobulated, firm, hard mass was palpated in 
the superior vena cava and right atrium of 
the heart. A biopsy specimen of the 
superior vena cava showed only hyper- 
trophie myocardium. A superior vena cavo- 
gram showed nearly complete obstruction 
of the superior vena cava with an intralu- 
minal filling defect and a space-occupying 
lesion in the right atrium. An attempt at a 
repeat superior vena cavogram showed 
nonvisualization of the superior vena cava. 
A transfemoral biopsy was performed and 
the specimen was interpreted as "throm- 
bus." The patient received furosemide, 





Fig 1.—Features of superior vena caval 
syndrome (case 1). Note telangiectasias of 
chest, edema, and dusky cyanotic ap- 
pearance of neck and face. 
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Fig 2.—Roentgenogram of chest (case 2). Note diffuse broadening of mediastinum with 
faint outline of circumscribed round opacity in upper part of mediastinum. 





Fig 3.—Thrombus within superior vena cava, right internal jugular, and right axillary veins 
with propagated portion extending into right atrium, as indicated by white marker 
(case 2). 


dexamethasone, and anticoagulants and a 
substantial improvement in his condition 
occurred. 

The patient was discharged but read- 
mitted within a week when the patient's 
wife noted that he had become increasingly 
confused and lethargic. Physical examina- 
tion on readmission showed that the 
patient had a blood pressure of 140/100 mm 
Hg, respirations of 28/min with a Cheyne- 
Stokes pattern, and a temperature of 33.3 
°C (92 F). There was 4+ pitting edema of 
the right arm and 1+ edema of the left 
arm. There were numerous varicosities on 
the chest extending down to the costal 
margin. The patient had a plethoric facies. 
Eye examination showed severe proptosis 
with injected conjunctiva. The patient was 
lethargic, had a poor memory, and was 
disoriented to time and place. The patient 
did not improve and the remainder of his 
course became complicated. A pneumo- 
thorax resulted from an attempt at a 
percutaneous thoracentesis, followed by an 
occult gastrointestinal hemorrhage and 
staphylococcal septicemia. The patient sub- 
sequently died in renal failure. 

An autopsy was performed and showed 
that the cause of the SVCS was a massive 
thrombosis occupying the entire superior 
vena cava and extending into the atrium of 
the heart (Fig 3). The thrombosis extended 
well up into the right internal jugular and 
the right axillary veins. A small region of 
bacterial endocarditis was present in the 
mitral valve ring. Histological examination 
of the thrombus found within the superior 
vena cava demonstrated that the older 
portions of the thrombus were consistent 
with the three-month duration of the 
patient's illness. The immediate cause of 
death was considered to be staphylococcal 
sepsis (secondary to multiple diagnostic 
and therapeutic procedures). 


COMMENT 


The superior vena cava is sur- 
rounded by numerous organs and 
structures as it passes through the 
mediastinum. The vessel itself is thin 
walled, has a low intravascular pres- 
sure, and is readily compressible. The 
mediastinum contains numerous rigid 
structures that, if they were to 
expand, would readily compress the 
superior vena cava. Inflammation, 
either within the vessel wall or in the 
surrounding tissue, may cause su- 
perior vena cava thrombosis. Idio- 
pathic thrombosis within the superior 
vena cava itself may rarely give rise 
to the syndrome, as described in the 
second case of this report. Enlarging 
structures within the mediastinum 
may, in addition, compress other 
organs adjacent to the superior vena 
cava and give rise to other symptoms 
and signs that are often associated 
with the SVCS. 

When a physician examines a 
patient with the SVCS, the symptoms 
and signs of the syndrome itself 
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should be demonstrated. These are: 
dilation of the collateral veins and 
pitting edema of the upper portion of 
the chest, neck, and arms of the 


patient, together with a dusky cyanot- 


ic erythema of the neck and face and 
occasionally of the upper extremities 
(Fig 1). The eyelids and conjunctiva 
may be especially edematous, with or 
without proptosis. The patient may 
complain of CNS symptoms, such as 
headache, visual distortion, and dis- 
turbed states of consciousness.’ 

Associated symptoms and signs of 
this syndrome may be due to pressure 
of the offending enlarged structure on 
the trachea, esophagus, or vertebra, 
and on the phrenic, recurrent laryn- 
geal, and sympathetic nerves, as well 
as infection or hemorrhage that may 
arise from the enlarging structures. 

The edema associated with this 
syndrome may be misinterpreted as 
being due to other causes, such as 
angioneurotic edema,’ congestive 
heart failure, myxedema, allergic 
blepharitis, dermatomyositis, erysipe- 
las, photocontact eruption, chronic 
infectional edema, trichinosis, and 
contact dermatitis. A distinguishing 
feature of the SVCS is the pitting 
edema that can be demonstrated in 
the arms, chest, neck, and face of the 
affected patients. The exercise test of 
Hussey can be also used in the differ- 
ential diagnosis of the syndrome. The 
test demonstrates the increase in 
venous pressure of the arm when an 
affected patient opens and closes his 
fist.’ 

The various causes of the SVCS 
have changed considerably since the 
antibiotic era. Tuberculosis, medias- 
tinitis, and aneurysms from syphilis 
were found to account for 40% of the 
cases of the SVCS prior to the anti- 
biotic era. Carcinomata are now 
regarded as being responsible for 97% 
of all cases of the SVCS.* The majority 
of the neoplastic causes of the 
syndrome arise from the bronchi.’ 
Other neoplastic causes include metas- 
tases from primary neoplasms else- 
where in the body, lymphomas, sarco- 
mas, and teratomas. Benign causes 
account for 3%, with diseases of the 
thyroid gland being the most frequent 
present-day nonmalignant cause of 
the syndrome.* 

There are certain interesting clin- 
ical features associated with the 
benign SVCS. These are a usually 
insidious onset and slow progression 
of the symptoms, the relatively young 
age of patients, and the compatability 
of the benign SVCS with a long and 
complication-free prognosis, depend- 
ing on the effectiveness of a collat- 
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eral circulation." 

Benign causes of the SVCS, al- 
though uncommon, can be caused by 
the following multitude of noncancer- 
ous lesions arising in the medias- 
tinum: 

Mediastinitis 

Tuberculosis 

Histoplasmosis 

Actinomycosis 

Syphilis 

Pyogenic 

Postradiation 

Idiopathic 
Pulmonary 

Mediastinal emphysema 

Pneumothorax 
Traumatic 

Mediastinal hematoma 
Other Causes 

Behcet’s syndrome 

Retroperitoneal fluid 

Bilateral clavicular osteomyelitis 

Silicosis 

Sarcoidosis 
Mediastinal Tumors 

Thymic tumors 

Lymphoid hyperplasia 
Thymic cyst 
Epithelial thymoma 
Granulomatous thymoma 
Lymphoid thymoma 
Thymic teratoma 
Nerve tumors 
Ganglioneuroma - 
Neurofibromas 
Neurilemomas 
Miscellaneous 
Cystic hygroma 
Substernal thyroid goiter 
Parathyroid adenoma 
Benign teratoma 
Dermoid cyst 
Trachial cyst 
Bronchial cyst 
Enterogenous cyst 
Cardiac ! 

Atrial myxoma 

Intrapericardial band 

Pericarditis 

Pericardial cyst 

Mitral stenosis 

Surgical bypass in 

congenital heart disease 

Complication of 

ventriculoatrial shunts 

Complication of 

transvenous cardial pacemaker 
Vascular 

Aortic aneurysm 

Atrioventricular fistula 

Vasculitis 

Congenital superior vena cava 

aneurysm 

Bilateral superior vena cava 

with thrombosis ` 

Thrombosis accompanying 

polycythemia 

Idiopathic thrombophlebitis 

with thrombosis 


The role of thrombotic phenomenon 
in the SVCS has been observed in a 
number of occasions." "The oc- 
currence of thrombosis as a cause of 


the SVCS is very rare. Kamiya et al 
studied 734 cases of the SVCS jin 
which thrombosis was associated." 
There were only ten cases in the series 
that were described as being idio- 
pathie thrombosis and unassociated 
with other causes of the syndrome. 
The incidence of a thrombosis as a 
secondary phenomenon of the SVCS is 
so high that there have been numer- 
ous advocations for the use of antico- 
agulant therapy.” 

The SVCS has numerous causes." 
While malignancy will be determined 
in the vast majority of patients, the 
syndrome warrants the physician to 
undertake a full investigation in order 
to determine the exact cause so that 
appropriate therapy may be instituted 
as rapidly as possible. Recognition of 
the cutaneous changes and the signs 
by a dermatologist or other physician 
is important, as demonstrated by the 
two cases reported in this article. 
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Ichthyosis Hystrix 


Rodney S. W. Basler, MD; Stuart I. Jacobs, MD; William B. Taylor, MD 


€ According to a popular system of 
classification, the term ichthyosis hystrix 
denotes an organoid epidermal nevus 
composed of hyperkeratotic papules with 
a bilateral distribution. Our patient had 
dramatic disfiguring epidermal changes 
of this type covering nearly all of her body. 
Although this abnormality began at the 
age of 2, she does not exhibit any of the 
various neurological or skeletal derange- 
ments that have been reported to be asso- 
ciated with the condition. 

(Arch Dermatol 114:1059-1060, 1978) 


Ithough there are a number of 
systems of nomenclature and 
classification for epidermal nevi, the 
system outlined by Lever' seems the 
least complex, while at the same time 
being adequate to categorize most 
clinical presentations of this abnor- 
mality seen in dermatologic practice. 
By Lever's system, a lesion composed 
of papillomatous hyperkeratotic pap- 
ules, which appear either as a single 
plaque or in a localized distribution, is 
referred to as nevus verrucosus. If the 
nevus is systematized with a linear 
pattern but limited to one side of the 
body, the term nevus unius lateris is 
used. If the condition is bilateral, it is 
designated as ichthyosis hystrix. The 
term "nevus" in this system of 
classification refers to the designation 
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assigned by Jadassohn:* for the lesion 
in distinction to the nevocellular 
nevus. Jadassohn defined organoid 
nevi as circumscribed malformations 
of the skin, present at birth or devel- 
oping for unknown reasons later in 
life, composed of an excess of normal 
mature cutaneous constituents. 

An association between this type of 
epidermal abnormality and various 
neurological and skeletal defects was 
described by Solomon et al. In their 
series, ten of 12 patients had accom- 
panying congenital skeletal disorders, 
varying in severity from shortened 
fifth fingers to disabling spinal de- 
formities. Five of the 12 patients had 
CNS disease. These observations sug- 
gested to the authors that extensive 
epidermal nevi might form a syn- 
drome complex including skeletal and 
CNS abnormalities. The two patients 
in the series of Solomon et al, with no 
associated findings, each had a local- 
ized nevus unius lateris. In contrast, 
our patient has striking nevoid epider- 
mal changes covering most of her 
body without associated neurological 
or skeletal abnormality. 


REPORT OF A CASE 


This 59-year-old woman had cutaneous 
changes develop at the age of 2 years. No 
abnormalities were noted at birth, and 
there is no family history of meaningful 
skin disease, although two sisters and a 
brother have insulin-dependent diabetes 
mellitus. At the age of 2, a diffuse hyper- 
pigmentation occurred as a broad band 
encircling the lower part of her chest and 
abdomen. This was first noted coincident 
with the discovery of infantile Addison's 
disease for which she was administered 
supplemental glucocorticoids until age 16. 
During this time, the hyperpigmentation 
over her trunk became more pronounced 


and continued to progress, even though sue 
no longer had clinical or laboratory 
evidence of Addison's disease. Beginning 
in her early 20s, verrucoid hyperkeratotic 
changes appeared in the flexural areas of 
her axillae and groin, which progressed 
dramatically over the subsequent decade to 
become disfiguring papillomatous plaques 
extending to the lateral aspect of the neck 
and periorbital regions. The plaques then 
stabilized and, except for a very gradual 
increase in the verrucous component, have 
remained relatively unchanged. She has 
otherwise enjoyed good health and has not 
required supplemental corticoids. 

Physical examination showed a normally 
developed woman of short stature (145 cm) 
who was alert and cooperative. No clinical 
abnormalities of the cardiovascular, pulmo- 





Fig 1.—Generalized hyperpigmentation 
over upper part of trunk. 
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Fig 2.—Bilaterally symmetrical verrucoid epidermal changes of 
intertriginous areas. 


nary, gastrointestinal, genitourinary, or 
neurological systems were noted. There 
was a generalized cutaneous hyperpigmen- 
tation, most pronounced over the upper 
part of the trunk (Fig 1). A thick confluent 
plaque of hyperkeratotic verrucous papules 
covered both axillae and inguinal creases, 
and an identical plaque encircled the neck 
with the papillomatous component being 
more prominent. The periorbital regions 
were similarly affected, although there 
was no decrease in visual acuity. The 
nevoid changes were bilaterally symmetri- 
cal with nearly all intertriginous regions 
involved (Fig 2). 

Laboratory tests including screens for 
hepatic, renal, and thyroid function gave 
results within normal limits. Plasma corti- 
sol levels were determined to be within 
normal limits. Serum electrolytes, complete 
blood cell count, and a chest roentgeno- 
gram also were normal. Biopsy specimens 
were taken from separate papular and 
nonpapular areas. Figure 3 shows a section 
of a papilloma removed from within the 
plaque encircling the patient’s neck. There 
is hyperkeratosis, acanthosis, and papillo- 
matosis producing a marbled effect 
through the specimen. Pseudohorn cysts 


1. Lever WF: Histopathology of the Skin, ed 4. 
Philadelphia, JB Lippincott Co, 1967, p 485. 

2. Jadassohn J: Bemerkungen zur Histologie 
der systematisierten Naevi und uber “Talgdrus- 
en-Naevi.” Arch Dermatol Syphilol 33:355-394, 
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Fig 3.—Acanthosis and papillomatosis producing marbled effect 


through specimen (hematoxylin-eosin, original magnification 


x 100). 


are prominent. There is an increased 
number of mitoses, but the acanthosis is 
secondary to monomorphic basal cell prolif- 
eration. A punch biopsy specimen removed 
from a nonpapular area showd nearly iden- 
tical microscopic findings. There was no 
evidence of granular degeneration of the 
epidermis of the type seen in epidermolytic 
hyperkeratosis. 


COMMENT 


A histologic picture indistinguish- 
able from seborrheic keratosis is 
apparently a common finding in 
epidermal nevi of this type. In their 
large series, Mehregan and Pinkus' 
reported a histologic presentation con- 
sistent with seborrheic keratosis in 
the biopsy samples from nine of their 
patients with clinically obvious organ- 
oid epidermal nevi. This finding is 
apparently more common within the 
papillomatous areas of the lesion. 

The patient has, as yet, escaped the 
most serious complication of organoid 
epidermal nevi, which is malignant 
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* Two patients each with a two-year 


history of chronic ulcerative colitis devel- 


oped, over a 24- to 48-hour period, painful 
pustules involving the skin and oral muco- 


. sa. The pustular eruption was associated 


with a severe exacerbation of the colitis. - 
Culture of the lesions and of the blood | 
failed to reveal an infectious cause for the 
eruption. Histologic study of a pustule in 


= < case 2 revealed suppurative folliculitis. 





The lesions subsided rapidly in case 1 


when intravenous hydrocortisone and 
intravenous and intramuscular antibiotics - 
were administered, and further resolution 
occurred after colectomy. A similar rapid 


resolution of the pustules occurred. in. 


case 2 after initiation of treatment with 
intramuscular cortisone acetate and anti- 
biotics and with colectomy. This pustular 
eruption may represent a variant of pyo- 
derma gangrenosum. 

(Arch Dermatol 114:1061-1064, 1978) 


Y he incidence of skin complications 

L in ulcerative colitis ranges from a 
low of 2% in 2,000 patients reported 
from the Mayo Clinic’ to a high of 35% 
in 161 patients who also had mucosal 
lesions.” 


The distinetive cutaneous lesions 


are pyoderma gangrenosum and ery- 
thema nodosum, while less-specific 
conditions include thrombophlebitis, 

arterial thrombosis, toxic erythemas, 

urticaria, erythema multiforme, pus- 
tules, furuncles, ulcers, purpura, pig- 

mentation, aphthous ulcers, stomati- 
tis, gingivitis, and blisters.^* Of 415 
patients with ulcerative colitis, 20 
(4.8%) had skin lesions associated with — 


- their bowel disorder, when patients — 
with mucosal and nonspecific lesions 
were excluded. These lesions con- | 

sisted of erythema nodosum (eight | 


patients), pyoderma  gangrenosum 
(seven patients), papulonecrotic le- 

sions (five patients), and ulcerating 

erythematous plaques on the shins 

(three patients). 

We report the cases of two patients 
with severe inflammatory bowel dis- 
ease who had an associated wide- 
spread cutaneous pustular eruption 
with oral mucosal involvement. 
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REPORT OF CASES 


Cask L—A 27-year-old man was first 
seen at the Mayo Clinic in December 1972 
with a two-year history of recurring bloody 
diarrhea. and associated cramping hypo- 
gastric pain. Investigation at his local 


hospital with proctoscopy and colon roent- 
genography revealed chronic ulcerative 
colitis involving the distal part of the colon 


and rectum. He responded to treatment 
with salieylazosulfapyridine, 1.5 g four 
times a day, and daily methylprednisolone 
enemas. Progress was satisfactory until 


_ April 1972, when there was a severe exacer- 


bation with copious bloody diarrhea; the 
patient’s condition improved when predni- 
sone, 10 mg four times a day, was adminis- 
tered orally. 

When seen in December 1972, the 
patient was having four to six semifluid 
stools daily with mucus and blood and 
severe associated hypogastric cramping. 

Physical examination revealed a pale, 
anxious, afebrile patient with a weight loss 
of 4.5 kg (weight, 60.6 kg), a regular pulse 
rate of 80 beats per minute, and a blood 
pressure of 125/85 mm Hg. There was 
slight infraumbilical abdominal distension 
and tenderness, but results of examination 
were otherwise unremarkable. 

Laboratory 
macrocytic anemia with a hemoglobin level 


- of 11.9 g/dl; ESR, 40 mm/hr (Westergren); 


normal leukocyte and differential counts; 
and a decreased serum folate level of 2.2 
ng/ml (normal range, 6 to 15 ng). Stool 
examination revealed much pus and many 


RBCs, and proctoscopy revealed that the 


rectal mucosa was moderately inflamed 
with a granular mucosa, which bled easily 
when touched. Roentgenograms of the 
colon showed inflammatory mucosa of the 
rectum and sigmoid colon eompatible with 
a diagnosis of chronic ulcerative colitis. 
Serum electrolyte, blood glucose, serum 
vitamin B,, serum calcium, and serum 


alkaline phosphatase levels; results of 


serum protein electrophoresis; and small 
bowel roentgenograms were normal. 

The patient was considered to have 
moderately severe ulcerative colitis con- 


. fined to the distal part of the large bowel, 


and treatment was instituted with bed 
rest, intravenously administered fluids, 
and the following oral medications: predni- 
sone, salicylazosulfapyridine, folie acid, 
and diazepam. After an erratic course, the 
patient's condition gradually improved and 
he was dismissed three weeks after admis- 
sion. The following treatment was advised: 
prednisone, 10 mg orally four times a day; 
salicylazosulfapyridine, 2 g four times a 
day; folie acid, 1 mg twice a day; and 
diazepam, 5 mg four times a day. 

The patient returned six days later with 


investigations rev ealed a 
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a major complaint of red papules that had 
developed 48 hours previously on the nose 
and the front of both thighs. Within six 
hours of onset, the lesions had developed a 
very painful central pustulation that was  . 
associated with fever and rigors and a | 
feeling of extreme weakness, anorexia, 
and thirst. During the 48 hours before 
admission, similar lesions had developed 
over most of the patient's body, including 
the scalp. There was concomitant aching of — 
knees and ankles, without evidence of © 
synovitis. During the development of the _ 
pustular eruption, the patient noted a 
marked exacerbation of his colitis, with 10. 
to 12 watery bloody stools daily, and a — 


weight loss of 2.3 kg. 


Physical examination revealed an acute- 
ly ill and toxic-looking patient with an oral 
temperature of 37.8 °C and moderate dehy- : 
dration. The pulse rate was 120 beats per. 
minute and regular, with a blood pressure 
of 110/60 mm Hg. A striking finding was. 
widespread pustular lesions, set in a red 
base, varying from 1 mm to 2 em in diam- ` 
eter, with confluence of lesions on the nose, _ 
causing significant inflammation and ede- - 
ma. Lesions were particularly profuse on .. 
the anterior side of the trunk, nose, and - 
front of the thighs. Small pustules were 
noted on the buccal mucosa, gums, and . 
external ear canals. There was mild abdom- - 
inal extension, with generalized tender- | 
ness and rebound tenderness, and a. 
decrease in bowel sound frequency. No- 
masses or organomegaly was noted. 

Laboratory investigations revealed a 
hemoglobin level of 10.7 g/dl; erythrocyte 
count, 3.12 x 10*/eu mm; hematocrit value, 
31.5%; ESR (Westergren), 105 mm/hr; and . 
leukocyte count, 15,900/cu mm. The differ- - 
ential leukocyte count revealed 83.5% | 
neutrophils with segmented polymorpho- _ 
nuclear cells, 7.5% band cells, 7% lympho- | 
cytes, and 2%, monocytes. The serum sodi- 
um level was 136 mEq/liter; potassium, 4.2 
mEq/liter; serum creatinine, L1 mg/dl; 
SGOT, 10 units/liter; and plasma glucose, 
90 mg/dl Serum protein electrophoresis 
revealed a total protein level of 5.05 g/dl; 
albumin, 2.11 g/dl; a,-globulin, 0.54 g/dl; 
a,-globulin, 0.97 g/dl; 8-globulin, 0.75 g/dl; 
and y-globulin, 0.68 g/dl. Results of urinal- 
ysis, chest roentgenogram, and ECG were | 
normal. Flat and upright roentgenograms 
of the abdomen showed a dilated trans- 
verse colon and splenic flexure areas, with 
slight thickening of the wall of the bowel 
compatible with toxic megacolon. 

Urine culture and three blood cultures 
were negative for aerobic and anaerobic 
organisms. Culture of a skin pustule from 
the nose and from the front of the left 
thigh showed a growth of a few colonies of 
Staphylococcus epidermidis and Coryne- 
bacterium acnes. Culture of a truncal 
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megacolon and a diffuse sterile pustular 
eruption of uncertain nature. Treatment 
consisted of large amounts of cortieoste- 
roids (hydrocortisone, 100 g intravenously 
every eight hours), nasogastrie suction, 
intravenous fluid electrolyte replacement, 
and antibiotic therapy (penicillin aqueous, 
l million units intravenously every six 
hours, and streptomycin sulfate, 500 mg 
intramuscularly twice a day; the use of 
both agents was continued for nine days). 
Twenty-four hours after this program 
was initiated, the fever subsided, the 
patient felt generally improved, and his 
eutaneous lesions became much less in- 
flamed and less painful. Pustulation dimin- 
ished further during the next 24 hours. 
Because of persistence of clinical and 
roentgenographie evidenee of bowel dis- 
tension and of significant abdominal pain 
and tenderness, surgical intervention was 
advised. On the fourth hospital day, a total 
proctocolectomy with a Brooke ileostomy 
was performed. The abdominal organs 
were normal except for inflammation and 
thickening of the sigmoid and descending 
colon and enlargement and inflammation 
of the appendix. Histopathologic examina- 
tion of the surgical specimen revealed 
severe chronic ulcerative colitis involving 
the appendix and distal 50 em of colon and 
rectum, with hemorrhage and pseudopolyp 
formation. The ileum, cecum, and proximal 


part of the colon were not involved, and - 


regional lymph nodes were inflammatory. 
Cultures of peritoneal fluid for aerobic and 
anaerobic organisms were negative. 

On the fifth hospital day (first postoper- 
ative day), the cutaneous pustules were 
drying rapidly, and four days later they 
had almost cleared. 

The use of hydrocortisone was discontin- 
ued on the 14th hospital day, and oral 
prednisone therapy, 30 mg each morning, 
was initiated with a gradual decrease in 
dosage over several weeks, until a mainte- 
nance dose of 10 mg was given each morn- 
ing. 

Two months later, no evidence of cuta- 
neous lesions was present. The use of pred- 
nisone had been discontinued one week 
earlier. 

Case 2.—A 48-year-old woman was first 
seen at our clinic in February 1974. Her 
presenting symptom was intermittently 
recurring bloody diarrhea of two years' 
duration, with associated cramping hypo- 
gastric pains, stool urgency, mild fever, 
and a weight loss of 26.3 kg. Episodes of 
diarrhea varied in frequency from 2 to 20 
movements daily. 

Six months after onset of the symptom, 
extensive chronic ulcerative colitis was 
diagnosed on the basis of proctoscopie and 
colon roentgenographie findings. Two 
units of packed RBCs was administered, 
and the patient's condition improved on 
treatment with oral prednisone and salicyl- 
azosulfapyridine. Several weeks later, the 
use of prednisone was discontinued but 
therapy with salicylazosulfapyridine was 
continued on a maintenance dosage of 1 g 
four times daily. Symptoms were partially 
controlled, but bloody diarrhea recurred 
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History revealed an episode of iritis of 
undetermined cause in 1968 and a total 
hysterectomy in 1969 because of bleeding 
uterine fibromyomata. 

Physical examination showed a pale, 
chronically ill-appearing woman with sig- 
nificant loss of weight (weight, 49.0 kg), an 
oral temperature of 38.7 °C, a regular pulse 
of 90 beats per minute, and a blood pres- 
sure of 100/60 mm Hg. No organomegaly 
or lymphadenopathy was detected, and 
abdominal examination revealed no abnor- 
malities. Rectal examination elicited mild 
tenderness. The patient’s mood was consid- 
ered mildly hypomanic, and she spoke volu- 
bly and in an agitated manner. 


Laboratory investigations revealed the 


following values: hemoglobin, 6.3 g/dl; 
erythrocyte count, 3.67 x 10°/cu mm; hem- 
atocrit, 21.396; ESR (Westergren), 96 mm/ 
hr; and leukocyte count, 4,500/eu mm with 
85% neutrophils, 9% lymphocytes, and 6% 


monocytes. A blood smear showed marked 


anisocytosis, poikilocytosis, microcytosis, 
and hypochromia. The serum iron level was 
below normal, at 19 pg/dl, with a satura- 
tion of 6% and a total iron-binding capacity 
of 360 ug/dl. Serum total protein level was 
6.94 g/dl, with a serum albumin level of 3.1 
g/dl and normal values for the various 
serum globulin fractions. The value for 
serum sodium was 137 mEq/liter; potas- 
sium, 23 mEq/liter; and chloride, 98 mEq/ 
liter. Urinalysis showed a moderate num- 
ber of leukocytes with Escherichia coli 
present on culture (> 10° colonies per milli- 
liter). Stools showed a positive guaiac test 
reaction, and three blood cultures were 
negative for aerobic and anaerobic orga- 
nisms. The following values were normal: 
serum creatinine, serum bilirubin, SGOT, 
serum amylase, prothrombin time, serum 
alkaline phosphatase, serum cholesterol, 
serum triglycerides, serum calcium, serum 
uric acid, serum thyroxine, and blood 
glucose. Automated reagin test was nega- 
tive. Chest roentgenogram, ECG, EEG, 
and skull roentgenogram were normal. 

Proctoscopy showed a fine granularity in 
most of the mucosa to a distance of 25 em. 
Areas of cobblestone mucosa with linear 
fissures were noted, and deep punched-out 
uleers were seen just above the dentate in 
both midlines. Some of the features were 
suggestive of Crohn’s disease, but the fine 
granularity in most of the mucosa indi- 
cated ulcerative colitis. 

A flat plate roentgenogram of the abdo- 


men revealed an abnormal colonic mucosal 


pattern consistent with chronic ulcerative 
colitis. A roentgenogram of the colon 
showed inflammatory bowel disease in- 
volving the entire colon, suggestive of 
chronic ulcerative colitis, The terminal 
ileum was not involved, and a roentgeno- 


Fig 1.—Case 2. Top, Diffuse pustular 
lesions on dorsum of right hand one day 
before colectomy, with large pustular 
lesion on radial aspect of index finger. 
Center, Close-up of large confluent pustu- 
lar lesion on right index finger. Bottom, 
Dorsum of right hand on 16th day after 
colectomy. Pustules have almost cleared. 
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Fig 2.—Case 2. Top, Pustular lesions set in 
erythematous base on extensor surface of 
left arm one day before colectomy. Center, 
Close-up of pustular lesions on left elbow. 
Some lesions show superficial denuda- 
tion. Bottom, Left elbow region on 16th 
day after colectomy. Pustules have almost 
cleared. 


gram of the small bowel was normal. 

There was extensive inflammatory bow- 
el disease, most probably chronic ulcerative 
colitis of several years' duration, and the 
situation was compounded by a moderately 
severe hypomanic state, which seemed to 
be nonorganic. 

Therapy was started with bed rest and a 
diet low in roughage and high in calories, 
protein, and carbohydrate, with supple- 
mentary potassium, minerals, and vita- 
mins. Salicylazosulfapyridine, 1 g three 
times a day, thioridazine, 25 mg three 
times a day, ferrous sulfate, 300 mg three 
times a day, and blood transfusion with 4 
units of packed erythrocytes were given. 
Tetracycline, 250 mg four times a day for 
ten days, eradicated the E coli bacteri- 
uria. 

During her 14-day hospital stay, the 
fever subsided. The episodes of diarrhea 
became less frequent, and the patient's 
general well-being and mood improved 
considerably, with a weight gain of 4.1 kg. 
When she was dismissed, the hemoglobin 
level was 10.3 g/dl. 

Readmission was necessary one month 
later. One week after her previous dismissal, 
a painful red papule had developed on the 
anterior left tibial region; the lesion 
became pustular within 48 hours and 
sloughed, with persistent resultant ulcera- 
tion. There was associated perilesional 
edema and cellulitis. During the following 
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painful red papules developed on both 
anterior tibial regions and ankles, becom- 
ing pustular between 24 and 48 hours, with 
gradual spread to involve the extensor 
surfaces of the upper and lower limbs, 
dorsa of the hands, and upper back 
region. 

Pustular lesions were set in an erythe- 
matous base, and some showed superficial 
denudation. There were associated mild 
fever (oral temperature, 38.3 °C), arthral- 
gia of the hands and knees, sensation of 
chilliness and rigors, and an exacerbation 
of her colitis, with five to ten liquid green 
stools daily and severe anorexia. She noted 
that some stool was coming from the vagi- 
nal orifice, indicating that a fistula had 
developed between the vagina and the 
bowel. The patient had continued using her 
medications. 

Physieal examination revealed a pale, 
weak, mildly dehydrated, toxic-appearing 
woman with an oral temperature of 38.1 
°C, a regular pulse rate of 100 beats per 
minute, blood pressure of 100/50 mm Hg, 
and weight of 53.1 kg. The patient was 
alert and well oriented, without evidence of 
the previous hypomanic features. The 
abdomen was mildly distended in a gener- 
alized distribution with a tympanitic 
pereussion note and generalized rebound 
tenderness and guarding. No masses or 
organomegaly was detected. Bowel sounds 
were decreased. Liquid green stools 
drained from rectal and vaginal orifices, 
and the rectal mucosa was granular and 
tender. 

Deep-set pustules, 0.5 to 2 em in diame- 
ter, were diffusely present in crops involv- 
ing extensor areas of the legs and arms and 
dorsa of the hands, with less profuse 
involvement of the upper part of the back. 
Lesions were set in an erythematous base, 
and some were hemorrhagic and necrotic 
(Fig 1, top and center, and 2, top and 
center). Several pustular lesions were visi- 
ble on the soft palate. The palms, soles, 


. nails, and genital region were not involved, 


and there was no evidence of iritis or 
synovitis. One crusted area (2 x 2 cm) on 
the anterior aspect of the left tibia, which 
appeared to be in a healing phase, marked 
the site of the initial ulcerated lesion. 
The following values were recorded: 
hemoglobin, 7.5 g/dl; erythrocyte count, 
3.16 x 10°/cu mm; hematocrit, 24.2%; ESR 
(Westergren), 88 mm/hr; leukocyte count, 
6,900/cu mm with 87% neutrophils, 6.5% 
lymphocytes, 6% monocytes, and 0.5% 
normoblasts; serum iron, 15 ug/dl; satura- 
tion, 875; and total iron-binding capacity, 
181 ug/dl. The serum albumin value was 
2.14 g/dl; «,-globulin, 0.40 g/dl; a,-globulin, 
0.40 g/dl; B-globulin, 0.74 g/dl; and y- 
globulin, 0.78 g/dl. The value for serum 
IgA was 2.3 ng/ml; IgM, 0.73 ng/ml; and 
IgG, 8.38 ng/ml. The concentration of 
serum creatinine was 0.65 mg/dl; serum 
calcium, 8.6 mg/dl; serum alkaline phos- 
phatase, 59 units/liter; SGOT, 11 units/ 
liter; prothrombin time, 22 seconds (Quick); 
and serum total complement, 44 units. 
Urinalysis showed a trace of protein, and a 
urine culture was sterile. ECG and chest 
roentgenogram revealed no abnormality. 
Blood culture on six occasions was negative 
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three weeks before readmission, similar 
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for aerobic and anaerobic 
stain of material taken from a pustule on 
the trunk was negative. Cultures of three 
different pustules on the arms and trunk 
were negative for aerobic and anaerobic 
organisms. 

A 4-mm punch biopsy specimen of a 
pustular leg lesion was taken. Examination 
revealed a dilated follicular infundibulum 
filled with polymorphonuclear leukocytes 
and parakeratotic debris. This had rup- 
tured through the follicular wall in one 
portion. Psoriasiform epidermal hyperpla- 
sia was seen on the epidermis adjacent to 
the involved follicle. The dermis was very 
edematous, and a moderately dense in- 
flammatory infiltrate was noted around 
the vessels at all levels of the dermis. The 
inflammatory infiltrate also extended into 
the subeutaneous fat. The infiltrate was 
composed predominantly of lymphocytes 
and histiocytes but also contained neutro- 
phils. There was no evidence of inflamma- 
tory infiltrate within the walls of the arte- 
rioles in the deep dermis and subcutaneous 
tissue. The histologic pattern was that of a 
suppurative folliculitis. 

A 4-mm punch biopsy specimen of peri- 
pustular skin failed to reveal any immuno- 
globulins or complement deposition by 


€ 


2 


direct immunofluorescence study. A flat 


plate of the abdomen showed multiple gas- 
filled loops of small and large intestines, 
with thickening of transverse colon mucosa 
consistent with toxic megacolon. 

The fulminating colitis and the clinical 


and roentgenographie evidence of toxic 


megacolon indicated that surgical inter- 
vention was warranted. After preliminary 
nasogastric suction, fluid and electrolyte 
replacement, cortisone acetate supplemen- 
tation (200 mg intramuscularly daily for 
six days), and antibiotic administration 
(gentamicin sulfate, 60 mg intravenously 
every six hours for ten days; clindamycin, 
300 mg intravenously every six hours for 
ten days), the patient underwent total 
proctocolectomy, with a Brooke ileostomy 
done on the second hospital day. 

Surgery revealed that the spleen was 
enlarged to about 450 g and the liver and 
small bowel were normal. The entire colon 
was involved in an inflammatory process, 
and a small fistula was found between the 
rectum and the vagina, just inside the 
introitus. 

The pathologic report showed diffuse 
chronic ulcerative colitis involving the 
ascending, transverse, and descending 
colon. There was lesser involvement of the 
sigmoid and rectum, which contained scat- 
tered irregular and linear ulcers. 

The basic pathologic findings were 
multiple mucosal ulcers, crypt abscesses, 
and an inflammatory infiltrate that was 
not transmural but involved parts of the 
muscularis propria. No granulomas were 
seen. The lymph nodes of the colon showed 
inflammatory changes, and the terminal 2 
em of the ileum showed backwash ileitis. 

The patient’s postoperative course was 
satisfactory. She remained afebrile, and 
the ileostomy functioned satisfactorily. In 
the immediate postoperative days, the 
pustular lesions became smaller, dried up, 
and many faded, leaving crusted areas. By 
the tenth day, the cutaneous lesions had 
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| follow-up six months later, no recurrence 
of the skin lesions was noted. 


COMMENT 


Our two cases were similar in that 
they seemed to involve a widespread 
. pustular eruption associated with se- 
vere exacerbation of ulcerative colitis. 

Both patients had severe ulcerative 
. colitis of two years’ duration that had 
not responded satisfactorily to medi- 
cal management. The cutaneous mani- 
. festations of widespread painful pus- 
tules on an erythematous base involv- 
. ing the skin and oral mucosa devel- 
` oped acutely during a period of 24 to 
. 48 hours. Some of the lesions became 
confluent, and there was a marked 

concomitant exacerbation of the ulcer- 
ative colitis with fever, rigors, arthral- 
gia, and clinical findings suggestive of 
toxic megacolon, Repeated blood cul- 
tures and cultures of pustules for both 
aerobic and anaerobic organisms were 
negative for pathogenic organisms. 
Cultures of peritoneal fluid in case 1 
were negative. 
- The pustules in case 1 became less 
inflamed and painful 24 hours after 
-the intravenous administration of 
large amounts of hydrocortisone and 
penicillin and the intramuscular ad- 
 ministration of streptomycin. Further 
resolution continued after colectomy, 
-and on the ninth hospital day (four 
days after colectomy), the lesions had 
almost cleared. In case 2, a similar 
rapid resolution of the pustular lesions 
- occurred after colectomy and the 
initiation of intensive medical treat- 
. ment with intramuscular corticoste- 
. roids and broad-spectrum antibioties 
. in high dosage. 
. Pustular eruptions have been re- 
. ported in association with ulcerative 
. eolitis, the frequency ranging from 1% 
to 670. Four of these series did not 
give detailed case descriptions," 
. and one series," which compared the 
frequency of pustular eruption in two 
large groups of patients with ulcera- 
tive colitis (one given corticosteroid 
therapy), showed an incidence of 7% in 
the untreated group compared with 
2% in the treated group. 

Kelley'* noted papulopustular erup- 
tion in seven of his 119 patients with 
. ulcerative colitis. Some of the patients 
. had small pustules, whereas others 
_ had large abscesses. In the three 
. patients who were described in detail, 
. 6 aureus was isolated from the skin 
- . pustules and stools in one. The second 

patient, a 13-year-old girl, had pustu- 
lar lesions (2 to 4 mm) on her trunk, 
face, and calves during a severe 
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scarring after one week of treatment 
with penicillin, oral corticosteroids, 
and blood transfusion; there was a 
concomitant remission of the colitis. 
The third patient, a 52-year-old man, 
had numerous small pustules over his 
back and arms and a large subcuta- 
neous abscess on the upper part of his 
right leg during a flare of his pancoli- 
tis. Streptococcus hemolyticus, E coli, 
and anaerobic streptococci were cul- 
tured from the abscess. Treatment 
with intramuscularly administered 
penicillin, oral tetracycline, and blood 
transfusion resulted in a slow im- 
provement in bowel symptoms and 
slow clearing of the skin pustules. 
Kelley" considered that the papulo- 
pustular lesions were related to bacte- 
rial infection, but he postulated that a 
hyposensitivity mechanism such as a 
Shwartzman phenomenon might be 
responsible ànd that the lesions were a 
variant of pyoderma gangrenosum. 

Basler and Dubin* observed, in 
patients with ulcerative colitis, small 
discrete pustules that enlarged and 
coalesced into purulent necrotic 
plaques and then into the typical 
lesions of pyoderma gangrenosum. 
Histologically, these authors found 
that early pustules were perifollicular 
in location and extended to the epider- 
mal border. 

The five papulonecrotic lesions de- 
seribed by Johnson and Wilson? clini- 
eally resembled the lesions in our 
patients, but the former progressed to 
necrosis and ulceration. In three of 


their cases, cultures of pustules were - 


sterile. In the other two cases, S 
aureus was cultured in one, whereas 
eulture was not done in the other. 
Both of these patients had episodes of 
pustulation that coincided with flares 
of colitis. Histologic study was not 
done. Basler and Dubin* considered 
these papulonecrotie lesions as a vari- 
ant of pyoderma gangrenosum. 
Salicylazosulfapyridine has caused 
many types of skin eruptions, but 
pustules were not specifically not- 
ed. Of 133 patients with inflamma- 
tory bowel disease, two had an erup- 
tion within 48 hours of salieylazosulfa- 
pyridine treatment.'* The rash, unre- 


lated to serum concentrations of sali- 


cylazosulfapyridine, probably re- 
flected tissue sensitivity. Macmillan" 
presented circumstantial evidence 
that drugs caused the abrupt onset of 
generalized miliary pustular eruptions 
in four patients. Histologic study 
showed epidermal spongiosis and ve- 
siculation with a mixed cell inflamma- 





escribed. two pa 









pustules on an erythematous back- 
ground, with histologie findings of, 
subeorneal and subepidermal vesicles, 
eosinophilic abscesses, and a mixed 
cell inflammatory infiltrate. The his- 
tory in our two cases was not sugges- 
tive of a drug eruption. Our cases may 
represent an unusual variant of pyo- 
derma gangrenosum. 


Nonproprietary Names 
and Trademarks of Drugs 


Clindamycin—Cleocin. 

Gentamicin sulfate—Garamycin. 

Salicylazosulfapyridine—Accucol, Azulfi- 
dine, Rorasul, S. A.S.-500, Sulcolon, W-T 
Sasp Oral. 

Thioridazine—Mellaril. 
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Spindle Cell Lipoma 


An Unusual Dermatologic Presentation 


Harold J. Brody, MD; Harold D. Meltzer, MD; Ayten Someren, MD 


€ A 30-year-old woman had a nonten- 
der subcutaneous mass over the left 
temple that histologically demonstrated a 
mixed pattern of mature lipocytes and 
spindle cells, many in a palisading and 
fascicular pattern, separated by fibrous 


trabeculations. No cellular atypia or 


increased mitotic activity was seen, and a 


E predominance of mast cells was noted. 


This case illustrates the spindle cell lipo- 


ma, a benign variant of lipoma that has. 
been confused in the past with both malig- 


nant spindle cell and lipocytic tumors. 


Our case, although atypical in sex, age, 
and location, serves to identify this entity | 


in the dermatologic literature. 
(Arch Dermatol 114:1065-1066, 1978) 


M pindle cell lipoma is a recently 
described, histologically charac- 
teristic neoplasm representing one 


variety of benign adipose tissue 


tumors. These tumors may be con- 
fused histologically with more aggres- 
sive lesions of adipose tissue origin or 


other more aggressive spindle cell 


neoplasms. We are reporting a case 


with an unusual clinical presentation - 


to identify this entity in the dermato- 


logic literature. It is expected that. 


more of these lesions will be encoun- 


tered by dermatologists in the future 


as the dermatologist assumes a more 

expanding role in the total surgical 

treatment of cutaneous neoplasms. 
REPORT OF A CASE 


A 30-year-old woman was seen in the 


- Dermatology Clinic of Grady Memorial. 
. Hospital for evaluation of a nontender 
~ 9 X 6-em subcutaneous tumor located on 


. the temporal sealp area over the left ear 
(Fig 1). The tumor was soft and fleshy to 
palpation, covered by normal skin, and had 
slowly grown to its present size over the 
previous four months. The patient had no 
additional similar lesions, was otherwise in 
good health, and had no family histery of 
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ble mature 


soft tissue tumors. The lesion was excised 
under local anesthesia. 


Pathologic Findings 


The excised specimen consisted of a tan, 
soft, slightly mucoid, 3.5 x 2 x 1-em mass 
with an overlying 2-em skin ellipse. The 
specimen was fixed in 10% formalin, cut at 
6 p into sections, and studied by light 
microscopy, using the following staining 
techniques: hematoxylin and eosin, Mas- 
son's trichrome stain, reticulum stain 
(Orcein-Giemsa method), colloidal iron 


stain, toluidine blue O stain, Giemsa stain, 
. and Bodian stain. 
Histologically, the lesion consisted of a 


moderately well-circumscribed but nonen- 


capsulated population of cells, some being 


mature lipocytes and other groups being 
spindle cells. In some areas, the neoplasm 


consisted of a pure spindle cell population, 
 palisading in many areas, without recog- 


nizable lipoeytes. In other areas, the spin- 
dle cells were intermingled with recogniza- 
lipocytes. A myxomatous 
stroma was pronounced in many areas. 
Moderately thick, randomly arranged fib- 


 rous trabeculations were present through- 


out the neoplasm, staining blue with 


Masson's trichrome stain (Fig 2 and 3). In 


some areas this tended to isolate bundles of 


lipoeytes and spindle cells in small groups, 
giving the appearance of fascicles (Fig 4). 


The trabeculations stained as mature 
collagen with Masson's trichrome stain and 
contained an unremarkable number of 
blood vessels with thick walls. No lipoblasts 
were noted in our material In the areas 
with palisading of the nuclei, no neurites 
were demonstrated by Bodian stains, and 
trichrome stains failed to show smooth 
muscle fibers. 

The spindle cells were uniform through- 


out the entire neoplasm. No cellular pleo- 


morphism was evident, and mitotic activity 
was negligible (Fig 4). Numerous mast 
cells were present, confirmed by toluidine 
blue O positivity (Fig 5). The mast cells did 
not have any particular distribution but 
tended to cluster in small groups and were 
abundant in many areas. They were gener- 
ally accompanied by a small number of 
inflammatory round cells. The neoplasm 
had an infiltrating border and base. It did 
not infiltrate into skeletal muscle clinically, 
but in our material, skeletal muscle was not 
removed at the time of surgery. 


COMMENT 


Lipomas are among the most com- 
mon benign soft tissue tumors. They 
can occur at any age, but about 40% 
appear during the fourth and fifth 


names fibrolipomas, E 
and myxolipomas may be assigned to : 


decades of life with a mean age of 41. 
years. They oceur twice as frequently - 
in women and can be solitary or multi- - 


ple, with rare familial examples of . 
multiple lesions having been reported - 
in the past, perhaps related to fat 
metabolism disturbances.’ Clinically 
. the most common sites are the neck, 
shoulders, and back. The overlying - 





skin is normal and characteristically - 
soft, resembling putty.’ Usually . 


asymptomatic, they are occasionally | 


painful. Histologically, lipomas are. 
composed of normal fat cells usually 
enclosed. | in poorly defined fibrous 


but variable amounts of hA 


tissue stroma, mucin, and capillar- 


ies. ts A few. lipoblastie cells may be 
seen in mature lipomas, probably 
representing. growth centers, Various 
additional - “mesenchymal elements 
may be present in lipomas, and the- 
angiolipomas, 


designate these variations. | 
Spindle cell lipoma was recently. 


. described by Enzinger and Harvey’ as - 
a benign but potentially confusing - 


histologic variant of lipomas, These 
neoplasms, as illustrated by our speci- 


men, represent a spectrum of changes. 


varying from areas of mature lipo- | 
cytes to replacement by a uniform 
spindle. cell population of various 
densities, separated by fibrous trabec- 
ulations (Fig 2 through 5). The degree - 


of cellularity varies from area to area, . 


but in general seems to be inversely 
proportional to the quantity of muci- 
nous stroma present. In some neo- 
plasms a proven spindle cell popula- 
tion was present, suggesting an initial 
diagnosis of fibrosarcoma. From the 
ultrastructural studies by Enzinger — 
and Harvey,’ it seems apparent that 
the spindle cells are fibroblasts or cells 
closely related to fibroblasts. The - 


authors suggested that these cells 


originate from perivascular stores of 
mesenchymal cells. Although the cel- 


lular elements may be quite promi- 


nent, they show no morphologic aty- 
pia, and though they may show a 
tendency toward local invasion, no- 
cases have been reported to metasta- 
size or recur. i 
Spindle cell lipomas, as presented in 
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Fig 1.—Subcutaneous tumor on 
temporal scalp area at initial 
presentation. 


dle-shaped cells 
mature lipocytes separated by fibrous 


Fig 2.—Histologic specimen showing spin- 


in combination with 


trabeculations (hematoxylin-eosin, x 60). 





Fig 4.—Histologic specimen showing 
spectrum of changes from areas of mature 
lipocytes to uniform spindle cells sepa- 
rated by fibrous trabeculations (hematoxy- 
lin-eosin, X 24). 


the Enzinger and Harvey series, 
usually occur in men with a mean age 
of 56 years, a much different sex and 
age distribution than is characteristic 
of the usual lipoma. They usually pre- 
sent as a painless neoplasm in the area 
of the shoulder, back, or posterior part 
of the neck. Only two lesions in the 
original series of 114 were located in 
the head region. Our case, although 
histologically characteristic of these 
neoplasms, was present in a woman of 
a much younger age group and in an 
unusual location. 

The most important consideration 
in the diagnosis of this neoplasm is to 
distinguish it from its malignant 
counterpart. Many of the tumors in 
Enzinger and Harvey's series were 


1. Demis DJ, et al: Clinical Dermatology. 
Hagerstown, Md, Harper & Row, 1976, vol 4, 
section 24-9. 

2. Adair FE, et al: Lipomas. Cancer 16:1104, 
1932. 

3. Robbins SL: Pathologic Basis of Disease. 
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originally thought to be liposarcomas. 
The uniformity of the cell population, 
the lack of the plexiform capillary 
pattern, and the absence of a signifi- 
cant number of multivacuolated lipo- 
blasts, "signet ring" cells, and malig- 
nant giant cells are important. in 
distinguishing this lesion from those 
that are malignant.'*' The diagnosis 
of a smooth muscle or neurogenic 
tumor is suggested also by the 
presence of areas of palisading and a 
myxomatous background. However, 
no association with neurogenic or 
muscular elements can be demon- 
strated by special tissue stains, and 
the electron micrographic findings’ 
would preclude these diagnoses. The 
other types of benign lipomas, such as 
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Fig. 3.—Histologic specimen showing ran- 
domly arranged thick fibrous trabecula- 
tions compartmentalizing spindle cells, 
with mast cells present (hematoxylin- 
eosin, x 60). 





Fig 5.—Histologic specimen showing nu- 
merous mast cells (hematoxylin-eosin, 
x 240). 


myxolipoma, fibrolipoma, and angioli- 
poma all have distinguishing histo- 
logie features which would clearly 
separate them from this entity. 

Spindle cell lipomas have not been 
reported, to our knowledge, in the 
dermatologic literature. A recognition 
of the distinguishing pathologie char- 
acteristics and an emphasis on the 
benign prognosis are essential to both 
the dermatologist and the dermato- 
pathologist to prevent the radical 
surgery that may inevitably accompa- 
ny an interpretation of this lesion as a 
liposarcoma. 
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cost of reproduction of the color photographs. 
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four divi after initiation: of t holt ean. 
therapy with methoxsalen plus long-w e 
ultraviolet light (PUVA). He had a history - 
of recurrent localized herpes infection. _ 
Vidarabine (adenine arabinoside) was NE , ir 
sed as treatment. Rechallenge | with /— o Nets ear-old man was admitted to Stane feeted - 
ford (Calif) University Medical Center . estolate 





" infection. 


: Kaposi's varicelliform eruption is rare. in : J j 
mycosis fungoides. Vidarabine may prove 


to be useful in the treatment of wide: . inflammation was treated with nonlipid 


spread herpes simplex. — 
(Arch Dermatol 114: 1067-1 069, 1978) 


variccllifokin: 


 rence of KVE in patients with mycosis 

fungoides is rare; to our knowledge, 
only one such case has been re- 
ported. 


This report documents a case of 


KVE due to herpes simplex type 1 in a 
patient with mycosis fungoides. Be- 
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varicellitorm ` ` eruption, a: 


PUVA did not provoke another herpes: m 





Kes S eruption z 
(KVE) is the clinical picture of . 

widespread cutaneous infection by. 
either herpes simplex virus or vaccinia | 

virus. Kaposi's varicelliform eruption - 
typically oceurs in patients with. - 
preexisting widespread dermatologic _ 


blood 







| REPORT. OF A CASE 


because of a generalized eruption. 





.. deanser and 0.1% triameinolone (Kenalog) - 
—:. acetonide cream. He had three hospitaliza- : 

tions for cellulitis of. the legs in the next 
.. five years. When first seen at the Stanford 
Medical Center 17 months prior to entry, 
his condition had lichenoid and eczematous 


plaques that were being treated with topi- 
cal glucocortieosteroids. Several biopsy 


i specimens ` ‘showed subacute dermatitis. - 
before admission, a 
repeated biopsy specimen showed mycosis 
"pun fungoides. 

diseases, such as pemphigus foliaceus, . ge 
Darier’s. ‘disease, ichthyosiform eryth- s 
< roderma, atopic dermatitis, and Wis- . 
‘kott-Aldrich’s syndrome. The occur- 


Thirteen months 


Sezary's preparation of the peripheral 
as negative. A cervical lymph node 





showed dermatopathie lymphadenitis. The 
dy. | 








phangiogram showed suspicious: nodes 
e left midperiaortic region, but lapa- 








: rotomy was declined. 


-Hi is condition: was treated with 3, 600 rads 


of electron beam to the entire skin and 


2,000 rads of orthovoltage to the soles and 
perineum, which was completed nine 
months before entry. A remission of 
several months ensued, At this time, the 
skin was lichenoid but without plaques or 
nodules. He was given topical mechloretha- 
mine hydrochloride four months before 
admission, but an allergic contact sensiti- 
zation developed to it; in spite of attempts 


. to desensitize, mechlorethamine treatment 


had to be terminated two months prior to 
entry. 


ie (ad ihe "érabincside), an experi- ^ 
sal antiviral drug. Recovery may With en 
7 seers due to the Vidarabinte OF tO. ea 









‘this treatm nt well. 
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He was well until eight years previously, —— he 
M. whan pruritus developed. The diagnosis of 
atopic dermatitis was considered, and the: 


| us d edm dur "He received 50 mg bur 
methoxsalen orally, which was followed in 


two hours by 1 joule of energy from a. 


hexagonal stand-up cabinet that was lined 
by 64 identical long-wave ultraviolet light. 
bulbs. {U TA, 320 to 380 nm). He tolerated 
Two days before. 
entry, anc er PUVA treatment with L5 
joules of energy was given. The next day 











the. patien: complained of burning and , 


oozing in the left axilla. The day before 


| admission. many painful and slightly pru- — 
'ritie lesions developed on the patient's 


trunk, arms, and face. 

On questioning, he admitted that he had 
had.a recurrent “cold sore" about the 
mouth with fever or illness, though not 
with sun exposure. À week before admis- 
sion he had painful lesions on the buccal - 
mucosa, which subsided without treat- 
ment. 


Physical Examination 


The temperature was 38.7 °C, the pulse 
rate was 100 beats per minute, and respira- 
tions were 20 breaths per minute. The 
blood pressure was 150/90 mm Hg. 

On examination the patient appeared 
acutely ill and in pain. There were innu- 
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| uds UNE E F 
Fig 1.—Kaposi's varicelliform eruption due 
to herpes simplex virus type 1. Pustules 


and erosions of eyelids and face in acutely 
ill patient. 


Fig 2.—On first hospital day, 


many 
pustules were confluent and crusted. Skin 
of neck was eroded. 


merable tiny vesicles and pustules on an 
erythematous base over the entire body. 
They were confluent in some areas on the 
face and chest (Fig 1-3). Many had become 
crusted centrally. Conjunctival injection 
developed, but there was no evidence of 
keratitis. The entire skin was generally 
leathery, but there were no plaques or 
nodules present. The pharynx was without 
lesions. The lungs, heart, and abdomen 
were normal. The patient was alert, and no 
focal neurologic signs were present. 


Laboratory Data 


The urine was normal. The hematocrit 
reading was 35%, and the WBC count was 
8,700/cu mm, with 67% neutrophils, 7% 
band forms, 13% lymphocytes, 7% mononu- 
clear cells, 5% eosinophils, and 1% atypical 
lymphocytes. The following serum levels 
were normal: urea nitrogen, glucose, uric 
acid, lactic dehydrogenase oxalacetic trans- 
aminase, electrolytes, and creatinine. 

Tzank’s preparation of a vesicle showed 
multinucleated giant cells with nuclear 
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Fig 3.—Extensive involvement of trunk and axilla by KVE. 


inclusions. Herpes simplex antigen was 
detected in scrapings from a vesicle base 
with immunofluorescence techniques. No 
varicella-zoster virus antigen was found by 
this methodology. The serum complement- 
fixation antibody titer was 1:64 to herpes 
simplex and less than 1:8 to varicella-zoster 
virus on the day of admission. Culture of 
several skin pustules and urine yielded 
Herpes simplex type 1. Throat and blood 
cultures for virus were negative. Bacterial 
culture from the chest showed coagulase- 
positive staphylococci. A skin biopsy speci- 
men from a pustule showed a focal area of 
epidermal necrosis with some necrotic 
acantholytie cells, which overlay a dermal 
infiltrate of lymphocytes, polymorphonu- 
clear leukocytes, and multinucleated giant 
cells. An x-ray film of the chest was 
normal. One week later, the titer for 
Herpes simplex was 1:1,024. 

The patient was placed in strict isolation. 
Compresses were applied to oozing areas. 
On the second hospital day, vidarabine, 
with informed consent, was given intrave- 
nously in a dose 15 mg/kg of body weight 
for more than 12 hours daily for seven 
days. There were no new vesicles after the 
third day and no evidence of internal infec- 
tion. The viral lesions healed quite rapidly. 
The WBC count, hematocrit reading, and 
platelet count remained stable. Repeated 
virus cultures were negative on the tenth 
hospital day. He was discharged on the 
15th hospital day after all areas were 
healed. 

Five days after discharge, PUVA was 
readministered to both arms. Fifty milli- 
grams of methoxsalen were given, which 
was followed in two hours by 0.5 joule/sq 
em of energy. This dose was well tolerated 
and increased. He presently received 8 
joules/sq em twice weekly to the entire 
body. On this treatment he has had no 
recurrence of herpetic lesions and some 
relief of pruritus. 


COMMENT 


Immunologically compromised pa- 
tients are at risk for extensive herpes 
simplex virus infections, possibly due 
to defective cell-mediated immunity.” 
However, the occurrence of KVE ina 
patient with an untreated myeloma 
suggests that those with defective 
humoral mechanisms may also be at 
risk. It should be noted that KVE 
represents a rather limited manifesta- 
tion of “disseminated” herpes simplex 
virus, and the terms are not inter- 
changeable. 

One case of KVE in a patient with 
Sezary’s syndrome was reported as a 
clinicopathologic exercise, but we 
have been unable to find other reports 
of KVE in mycosis fungoides. 

Kaposi’s varicelliform eruption de- 
veloped in our patient after his second 
treatment with PUVA. It is well 
known clinically that exposure to 
sunlight may provoke an attack of 
recurrent herpes simplex virus.” 
However, to our knowledge, no mecha- 
nism for this relationship has been 
elucidated. The herpes simplex virus is 
known to persist in trigeminal’ and 
sacral" ganglions, and, when acti- 
vated, thought to reach the skin by 
traveling down endoneural sheaths or 
perineural lymphatic systems.’ It is 
difficult to conceptualize how sunlight 
triggers the virus to replicate. 

Though the possible role of PUVA 
in precipitating KVE in our patient 
should be considered, a number of 
other factors may be contributory. 
These include mycosis fungoides with 
diffuse inflammatory eruption, pre- 


Mycosis Fungoides—Segal & Watson 





vious therapy with electron beam, and 


the prior use of topical mechloretha- 
mine. The fact that he has subse- 
quently tolerated higher doses of 
^. PUVA without recurrence of KVE 
suggests that PUVA did not start the 
|. herpetic infection. We have not been 
—.. able to find a report in the literature 
of herpes simplex infection complicat- 
ing PUVA therapy. Although typical 
^ herpes simplex recurrences have de- 
-veloped in several of our patients M 
psoriasis during PUVA therapy, 


cause and effect relationship n 
tenuous to postulate, given the unpre- 
dictable nature of hérpes infections. in. E 


Tian. 
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<- oo The painful lesions on our r patierit's x 
E “buecal mucosa, one week before his 
.. -KVE, were not seen by a physician - 
but might have been herpes simplex de 
infeetion. Viremia with herpes sim- 
plex virus is probably more common 


3. Deresinski SC, Stevens DA: Disseminated | 


C . 4, Scully RE, Galdabini JJ, McNeely. BU: Case i 
eu 37-1975, Case records of Massachusetts General 2 


5, Burnett JW, Crutcher WA: Viral and rick. EX 





- than is anea realized, even in 


normal patients," We believe that 
when this viremia occurs in a patient 
with atopie dermatitis or the other 
predisposing dermatologic conditions, 
KVE may eventuate. The common 
denominator in those patients with 
preexisting skin disease, in whom 
KVE develops, remains to be eluci- 
dated. Conversely, the sporadic occur- 


rence of KVE in immunosuppressed 
_ persons with otherwise normal skin 
remains a mystery. The remarkable 


rarity of KVE, when a third of the 


world's population has been infected 
by herpes simplex virus, is worthy of. 


noting: Especially remarkable is the 


 rarity of KVE in patients with myco- 
sis. fungoides, who often times have 
` widespread eczematous disease and 


compromised immune states. 
Vidarabine is a purine analogue 


that has been shown to be promising 
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suppressed persons'' and herpes sin 

plex.^ The administration of vidara- 
bine on the second through ninth 
hospital days closely paralleled the 
onset of clinical improvement. Be- 
cause this patient had adequate anti- 
bodies and probably cell- mediated 
immunity to the virus, it is likely that 
he would have recovered from. his own 
immune mechanisms. Therefore, the 
role of vidarabine in his recovery is 


not known. As experience with vidara- 
bine increases in the form of rigidly 


controlled clinical studies, it may 


prove to be a useful agent to treat 
KVE due to herpes simplex. 


Nonproprietary Name . 
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Zinc Deficiency 





fter Intravenous Hyperalim 


o Bernstein: MD, James J. Leyden, MD. 





| .* During the fourth week of intravenous à 


hyperalimentation (IVH) a vesiculopus- 
ilar and erythematous eruption devel- 
ed in the perioral and perineal areas of 
60-year-old woman. During the next ten 


ays, the. eruption spread to involve the - 


entral portion of the. face, periorbital 
reas, entire perineum, upper portion of 
he thighs, | 


mg. of zinc sulfate twice daily, the erup- 
tion had resolved to a mild erythema. The 


pretreatment serum zinc level before j 


treatment was markedly depressed at 36 
pg/dl. 
(Arch Dermatol 114: 1070-1072, 1 978) 


epressed levels of zine and subse- 
: quent beneficial effects of zine 
supplementation have been reported 
previously in a number of diseases, 
including cirrhosis, sickle cell. ane- 
mia, and idiopathic hypogeusia.^" 
- Salutary results of zine supplement 
= have also been noted 
uleers," in laryngotracheal granula- 
tion,” in atherosclerosis," and for 
improving wound healing." However, 
in general, there has been a lack of 
confirmatory reports that follow upon 
the initial enthusiastie breakthrough. 
The following three pathological enti- 
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and feet. She became 

depressed and agitated. Numerous. study " 
results for Candida albicans were nega- - 
tive. Within 48 hours of therapy with 220 - 


clency. 
puberty and hypogonadism | in the — 
"male patients, decreased facial, pubic, ae 
and axillary hair, short stature and oed 
low body weight, rough skin, and poor. E: fora att 
appetite." 7 Tt was suggested. that à 
“zine deficiency could aecount for these 


in varicose 


and Acrode H 


ties appear, at. ene A be. oth 
well-documented and confi diet 





induced gonadal dwarfism, acroder- mE 
matitis enteropathica, andacroderma- ` 
 titis-like syndrome in the intravenous DM 


hyperalimentation (VH) patient.'* 


-. In 1961, Prasad et al deseribed : a I 
"sy ndrome characterized by iron-defi- . 


delayed - onset ‘of ©: 
fistulas. - 


anemia, 





sy mptoms and signs.'^"* Similar find- 
ings, ànd a significant: im 






and Iran ^" 


In 1973, Moynahan reported | oral. pgs 
zine therapy resulted in a dramatic | 
resolution of the stigmata of acroder- 
matitis enteropathica." It was rapidly 


confirmed that small doses (as low as 
35 mg/day) would produce complete 


resolution of the skin lesions, restora- | 
tion of normal bowel function, and 
rapid 
growth." 


increase in the rate of 

Recently, : 
syndrome has been observed | in 
patients receiving IVH. A zine defi- 
ciency state has been shown to result 
in an exudative and erosive dermatitis 
involving the perioral, perineal, and 
acral areas, onset or worsening of 
diarrhea, change in mental status, 
fever, and alopecia.” *' This entity. and 
its remarkable response to zine sup- 
plementation has been confirmed by 
several investigators." We have 
recently observed a similar case that 





nprovement — ne 
with oral zine sulfate therapy, were | > 
reported subsequently from Egypt 


an acrodermatitis-like 









ost. "eured" overnight by 
tal zinc therapy. 

REPORT OF A CASE 

ar-old woman was admitted April 
: 1916, , for the 21st time, to the Hospital 


2 of the. University of Pennsylvania for 
complications. of inereasing output from 
“beth lower abdominal and rectovaginal 


Regional enteritis was diagnosed ini- 
y in 1956 after a. laparotomy was 





After four weeks ¢ of IVH with 3 fitéfs per 


day of an amino acid s synthetic (Freamine) 


hyperalimentation solution with additional 
folate, multivitamins, insulin, albumin, and 


Soy bean oil emulsion. (Intralipid) to 
prevent fatty acid depletion, the patient 


began to experience a rapidly progressive 
eutaneous eruption initially only present 
about the nasalabial folds, perioral area, 
and perineum. The eruption was noted to 
be composed of vesicopustules on an 
erythematous base that broke down to 
form a moist, eczematoid dermatitis (Fig 
1). There appeared to be satellite lesions in 
the inguinal regions. The inside of the 
mouth itself was spared. Repeated KOH 
examination results were negative, but due 
to clinical appearance, the eruption was 
treated. initially for eandidiasis with oral 


and vaginal nystatin, aqueous gentian 


violet, and topieal miconazole nitrate 
(Micatin). The somewhat painful eruption 


spread during the ensuing ten days to 
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Fig 2.—One week after start of zinc therapy, minimal erythema only. 


involve the central face, periorbital areas, 
thighs, elbows, and feet. There also was 
development of large bullae on the toes and 
paronychia of the fingers. The patient 
seemed to be in an agitated state of 
depression. At this point, the possibility of 
an acrodermatitis-like syndrome was con- 
sidered, and the patient was begun on a 
regimen of zinc sulfate (Orazine) therapy, 
with doses of 220 mg twice a day. Remark- 
able improvement was noted within 48 
hours, and complete resolution, except for 
mild erythema, had occurred within one 
week (Fig 2). Her mental status was, corre- 
spondingly, much improved. Generalized 
hair loss began several days after initiation 
of zinc therapy and continued for several 
weeks. A zinc level drawn two days prior to 
the initiation of zinc sulfate therapy was 
reported later to be markedly depressed at 
36 ug /dl. 


COMMENT 


The human body contains only 1 to 2 
g of the trace metal zinc. The average 
American diet delivers 10 to 15g of 
zinc daily to the alimentary tract; in 


normal subjects almost all of the zinc . 
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ingested is excreted in the feces." 
Zine is predominantly intracellular, 
that which is in plasma is largely 
protein-bound.” At present, 70 zinc 
metalloenzymes have been identified, 
and at least one is included in each of 
the six categories of enzymes desig- 
nated by the Commission of Enzyme 
Nomenclature of the International 
Union of Biochemistry.” 

Zinc deficiency has been recognized 
in animal models for many years. In 
1934, zine was discovered to be an 
essential nutrient in the rat, where 
hair loss was the only dermatological 
manifestation." Zine deficiency in 
growing chickens results in skin 
lesions about the back and feet, histol- 
ogical changes in the esophagus, 
failure of feather development, and 
leg weakness." Parakeratosis, a po- 
tentially lethal disease in swine, char- 
acterized by eczematous skin lesions, 
diarrhea, vomiting, anorexia, and 
weight loss, has also been found to be 
due to zinc deficiency." Similar signs 
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and symptoms have also been de- 
scribed in mice, turkeys, cattle, goats, 
lambs, dogs, Japanese quail, rabbits, 
squirrel monkeys, hamsters, and guin- 
ea pigs." Thus, while the eruption has 
been misdiagnosed in the past as 
psoriasis," an acrodermatitis-like pic- 
ture in animals is now recognized to 
be the diagnostic picture of zinc defi- 
ciency. The disturbance, if any, of the 
zine metallo-enzymes that is respon- 
sible for the characteristic patholog- 
ical changes is completely unknown. 
The determination of zinc defi- 
ciency on the basis of laboratory test 
results is fraught with difficulties. 
Measurement of plasma zinc levels 
must be performed with careful atten- 
tion to details of phlebotomy equip- 
ment and storage en route to the 
laboratory, since zinc is an ubiquitous 
contaminant." Plasma zinc con- 
centration has been known to be 
affected by many factors, and wheth- 
er an acutely depressed zine level 
reflects zinc deficiency, a redistribu- 
tion of zine within compartments, or 
an acute decrease in the zinc loosely 
bound to albumin is not clear." A 
decrease in zinc levels in plasma, 
RBCs, hair, and urine has been postu- 
lated to be diagnostic for a zinc defi- 
ciency state in man." However, due to 
low zinc turnover in RBCs and hair, 
low values are indicative of long-term 
deficiency states only." Moreover, one 
group of investigators found no corre- 
lation between hair and plasma zine 
levels in apparently zinc-deficient, 
growth-retarded children, and others 
have found that various factors, 
including age, affect the zinc con- 
centration in hair.” Hyperzincuria has 
been associated with numerous patho- 
logical states, notable among them is 
the catabolic state associated with 
starvation, the postoperative period of 
major surgery, and after burns." 
Hyperzincuria has also been noted in 
the face of apparent zinc deficiency 
states in cirrhosis," sickle cell ane- 
mia,’ and the acrodermatitis-like syn- 
drome seen in IVH.*' The use of zine 
isotope for definitive metabolic bal- 
ance studies, such as turnover rate, 
and 24-hour exchangeable pool, is 
limited essentially to terminal pa- 
tients because of the long half-life of 
245 days for this isotope." At present, 
therefore, it appears that the critical 
test for zine deficiency is a definitive 
clinical response to zinc supplementa- 
tion under controlled conditions." 
The zinc content of hyperalimenta- 
tion solutions is low. Kay et al report 
it is always less than 400 ug/day."' 
Fleming et al measured it as a range 
of 0.68 to 1.0 mg/liter.” James and 
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parenteral therapy.” Considerably 
. more than these quantities is appar- 
ently required to maintain near nor- 
mal blood levels and a symptom-free 
patient. In one of his patients, Kay 
. found maintenance of zine blood levels 
- that followed reversal of symptoms 
. possible with no less than 40 mg of 
zinc sulfate administered intrave- 
 mously daily.* Tucker's group ob- 
tained results with Shil solution with 
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< MacMahon have calculated a daily 
-intake of only 1.3 mg from available 





an average dose of approximately 5 


mg/day administered intravenously 
during a three-week period. At pres- 
ent, there is inadequate dependable 
data on the quantitative zine needs of 
human subjects? to enable us to 
demand a given level of zine in 
prepared hyperalimentation solutions. 
A zine deficiency state may exist in 
most hyperalimentation patients un- 
der commonly used hyperalimentation 
schemes. However, most patients on a 
regimen of IVH therapy are also 
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attempting to ingest food and water - 
by mouth. The apparent low preva- 


lence of acrodermatitis-like eruptions 
may reflect ingestion of sufficient 
quantities of zinc from these other 
sources. Dermatologists should be 
aware of the acrodermatitis-like syn- 


 drome occurring in these patients, 
. since it may be more common than we. 


are aware of, and is clearly very easily 


. treated. 
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„Safe ror your patients to use, 


Effective and less traumatic 
than cryosurgery or "— 


Pet remedies for warts are almost as 


common as warts themselves. How- 
ever, one specific formulation has 
again Clinically proven its value. re 


R. B. Rees reported. “Mv favorite wart (Salicylic Acid, USP, 16.7% and Lactic Acid, 
75 p9 y ; iss USP, 16.7% in Flexible Collodion, USP) 
remedy is... equal parts of salicylic ux es gets 


acid and lactic acid in four parts of | for warts 


flexible collodion ( Duotilm)" .? Mofi 


Bunney and associates found the 
Duofilm formula, used at home, at 
least as effective as and less traumatic 
than cryotherapy.’ 


Arndt’, in a double-blind controlled 
study of patients with multiple warts, 
confirmed Bunney’s findings. 





Duofilm is safe and simple to use. 
Special patient instruction pads and 
supplies of Duofilm for your treatment 
table are available on request. 


Composition: Salicylic Acid, USP, 16.7% and Lactic Acid, USP, 
16.7% in Flexible Collodion, USP. 

Indications: DUOFILM is indicated as a keratolytic agent for the re- 
moval of benign epithelial tumors such as common warts. 

Dosage and Administration: Prior to the application of DUOFILM, 
soak the affected area in hot water for at least five minutes. Dry 
thoroughly with a clean towel. 

Apply DUOFILM directly to the wart using the plastic applicator. Each 
drop should be permitted to dry before re-application of the liquid. 
Care should be taken to see that DUOFILM is not applied to the sur- 
rounding skin. A Band-Aid® or similar bandage should then be 
applied lightly. 

Treatment should take place once daily and continue as directed by 
physician. 

Contraindications: Diabetics or patients with impaired blood circu- 
lation should not use DUOFILM. Do not use on moles, birthmarks or 
unusual warts with hair growing from them. 

Precautions: For external use only. 

DUOFILM is highly flammable and should be kept away from fire or 
flame. Keep bottle tightly capped when not in use. Store at con- 
trolled room temperature. 

If spilled on mucous membranes or in eyes, flush with water, remove 
precipitated collodion, and flush with water for an additional 15 
minutes. 

Keep this and all medication out of the reach of children. 

How Supplied: DUOFILM is available in Vo oz. bottles with plastic 
applicators. 

Caution: Federal law prohibits dispensing without a prescription, 
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could affect 

your practice? 











What is the status of national health 
insurance legislation? What new 
regulations are being promulgated by the 
federal agencies? What's the latest on 
physician advertising? 


This is the kind of news you need to 
know, because what's happening today 
could affect the way you practice 
medicine in the future. 


And when it comes to the news in 
medicine, no other publication can match 
American Medical News in timely, 
comprehensive coverage. It’s the 

national newspaper of medicine. 


Its staff of professional reporters is 
always where the news is being 

made. . .monitoring. . .analyzing. . .and 
reporting back to you on the latest news 
and trends in medicine. 


Give American Medical News just 30 
minutes a week; it will give you all the 


news you need to know on what's 
happening in the practice of medicine. 
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Therearetwo 
aces of severe acne vulgaris 


MINOCIN Minocycline HC! 

Oral and Intravenous Brief Summary 

Contraindications: Hypersensitivity to any tetracycline. 

Warnings: Intravenous use, particularly in pregnancy, in daily doses 

exceeding 2 grams has been associated with deaths through liver 

failure. When need for intensive treatment outweighs potential dan- 

gers, perform renal and liver function tests before and during therapy; 
* also follow serum concentrations. In renal impairment, usual doses 

may lead to excessive accumulation and liver toxicity. Under such 


conditions, use lower total doses, and, in prolonged therapy, determine 


serum levels. This hazard is of particular importance in I.V. use in 
pregnant or postpartum patients with pyelonephritis. In such cases, 
the blood level should not exceed 15 mcgm/ml. and liver function 
tests should be made at frequent intervals. Do not prescribe other 
potentially hepatotoxic drugs concomitantly. The use of tetracyclines 


Right profile of patient 
with Grade IV acne 
before MINOCIN therapy 


BEFORE adjunctive 


® 
CAPSULES 50 mg and 100 mg 
SYRUP 50 mg/5 ml 


MINOCYCLINE HCI 


during tooth development (last half of pregnancy, infancy and child- 
hood to the age of 8 years) may cause permanent discoloration of the 
teeth (yellow-gray-brown). This is more common during long-term use 
but has been observed following repeated short-term courses. Enamel 
hypoplasia has also been reported. Tetracyclines, therefore, should 
not be used in this age group unless other drugs are not likely to be 
effective or are contraindicated. Photosensitivity manifested by an 
exaggerated sunburn reaction has been observed in some individuals 
taking tetracyclines. Advise patients apt to be exposed to direct 
sunlight or ultraviolet light that such reaction can occur, and discon- 
tinue treatment at first evidence of skin erythema. Studies to date 
indicate that photosensitivity is rarely reported with MiNOCIN 
Minocycline HCI. In patients with significantly impaired renal func- 
tion, the antianabolic action of tetracycline may cause an increase in 


200 mg initially, 100 mg 5./.d. or 
100 or 200 mg initially, 50 mg q./.d. 


BUN leading to azotemia, hyperphosphatemia, and acidosis. CNS side 
effects (lightheadedness, dizziness, vertigo) have been reported, may 
disappear during therapy, and always disappear rapidly when drug 

is discontinued. Caution patients who experience these symptoms 
about driving vehicles or using hazardous machinery while taking this 
drug. Pregnancy: In animal studies, tetracyclines Cross the placenta, 
are found in fetal tissues, and can have toxic effects on the developing 
fetus (often related to retardation of skeletal development). Embryo- 
toxicity has been noted in animals treated early in pregnancy. New- 
borns, infants and children: All tetracyclines form a stable calcium 
complex in any bone-forming tissue. Prematures, given oral doses of 
25 mg./kg. every 6 hours, demonstrated a decrease in fibula growth 
rate, reversible when drug was discontinued. Tetracyclines are present 
in the milk of lactating women who are taking a drug in this class. 
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MINOCIN Minocycline HCI 
Oral and Intravenous Brief Summary (continued) 


Precautions: Use may result in overgrowth of nonsusceptible orga- 
nisms, including fungi. If superinfection occurs, institute appropriate 
therapy. In veneral diseases when coexistent syphilis is suspected, 
darkfield examination should be done before treatment is started and 
blood serology repeated monthly for at least four months. Patients 
on anticoagulant therapy may require downward adjustment of such 
dosage. Test for organ system dysfunction (e.g., renal, hepatic and 
hemopoietic) in long-term use. Treat all group A beta-hemolytic 
streptococcal infections for at least 10 days. Avoid giving tetracycline 
in conjunction with penicülin. 

Adverse Reactions: GI: (with both oral and parenteral use): anorexia, 
nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, in- 
flammatory lesions (with monilial overgrowth) in anogenital region. 
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AF TER adjunctive 


MINOCIN 


MINOCYCLINE HCI 


Skin: maculopapular and erythematous rashes. Exfoliative dermatitis 
(uncommon). Photosensitivity is discussed above ("Warnings"). Renal 
toxicity: rise in BUN, dose-related (see "Warnings '). Hypersensitivity 
reactions: urticaria, angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis, exacerbation of systemic lupus erythematosus. 
In young infants, bulging fontanels have been reported following full 


therapeutic dosage, disappearing rapidly when drug was discontinued. 
Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia. 


CNS: (see Warnings"). When given in high doses, tetracyclines may 
produce brown-black microscopic discoloration of thyroid glands: no 
abnormalities of thyroid function studies are known to occur. 

NOTE: Concomitant therapy: Antacids containing aluminum, calcium, 
or magnesium impair absorption; do not give to patients taking oral 
minocycline. Studies to date indicate that absorption of MINOCIN 


Minocycline HCI is not notably influenced by foods and dairy products. 


CAPSULES 50 mg and 100 mg 
SYRUP 50 mg/5 ml 


200 mg initially, 100 mg b.i.d. or 
100 or 200 mg initially, 50 mg q./.d. 


CNS side effects including light- 
headedness, dizziness, or vertigo 
have been reported with MINOCIN. 
Patients who experience these 
symptoms should be cautioned 
about driving vehicles or using 
hazardous machinery while on 
minocycline therapy. 
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A Division of American Cyanamid Company 
Pearl River, N.Y. 10965 
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Hymenoptera Allergy 


Phadebas RAST provides an accurate means of documenting 
IgE mediated allergic sensitivity to stinging insects. 


Phadebas RAST 


the in vitro alternative 
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The Second Küowh Case i in nd Japan 


Kunihiko Yoshikawa, MD; Hisao Enami, M MD: Akemi Takahashi, MD 


Imost 50 cases of focal dermal 
; hypoplasia syndrome' have been 
reported. About one third are of Mexi- 
ean origin, while there is only one 
report from Japan,’ which suggests a 
racial predisposition to this congenital 
disorder. We add the second Japanese 
case to the literature. 


Report of a Case 


: The patient was the product (2, 800 Eg 4T | 
- em) of a normal pregnancy. She was the 
~ second daughter of healthy parents who 


were born of the same mother but who had 

different fathers. Neither family history 

. of congenital disorder nor miscarriage by 
her mother was noted. 

. At the age of 10, she weighed 23 kg, was 
.130.5 em tall (Japanese average: 32 kg, 
.187.6 em), was mentally well developed, 
and showed no neurological disturbances. 
Her right lower leg was shorter than the 
left and shows oligosyndaetyly caused by 
the absence of the fibula and several foot 


bones. She had a pointed chin and a slight 


deformity of the ear lobe and nostril. 
Dental examination disclosed agenesis, 
deformity, and enamel hypoplasia. The 
eyes, oral mucosa, chest x-ray picture, and 
ECG were normal, 

Multiple, slightly depressed, small, 
brownish macules were seen on her 
. extremities and trunk. They existed mostly 
. in groups with a reticular pattern (Fig 1). 
_ White atrophic scars were partially mixed 
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to make a poikilodermatous. appearance 
(Fig 2). Linear or band-like. pigmentation e 
with a slight atrophie depression was noted — 
on the extremities and the back. Several - 
brownish-yellow, soft papules were found 


on the right knee. Similar but larger 


protrusions were also found on the right 

in the brownish | 
depressed band. A part of the right palm . 
was diffusely or reticularly reddened by- 


inguinal area and 


telangiectasia, and also mixed with small 


reticular scars. There. were: Several red 
. papules, about 1 mm in size, beneath the. 
lower lip. There was a. cicatrical alopecia, 
but hair and nails were normal. A biopsy 


specimen. teeta a brownish-yellow papule 
-showed the presence of adipose tissue close 
to the- atrophic, 
. epidermis. Routine laboratory examination 
disclosed no particular abnormality. 


irregularly acanthotic 


Comment 
The Table shows most of the abnormali- 


ties, and our case ean be regarded as 
- typical. The Table shows that all but some 


skin abnormalities are not necessarily 


present in every case. The skin manifesta- 
. tion is very characteristic, | 
skin abnormality alone was reported, 
while other abnormalities are not specific 





and a ease with 


Clinical Signe of 41 Cases Reported ¢ Compared V With Those in Present teats 


. Clinical Signs 


i | Dermal abnormalities . 


Pigmentation, depigmentation, 
or telangiectatic Brophy. . 


Small papules _ 
Soft yellowish papules 
Papilloma in oral or anal reg jions | 
Localized ulcer 

-Deformed or absent nail 

Sparce hair or partial alopecia 


“Data of Ishibashi 
and Kurihara’ - 
MM —, 
No. of 
Patier mis —— 





.. Orthopedic abnormalities 
JJ Hand and/or finger anomal 
Foot and/or toe anomaly 
Syndactyly 
Polydactyly 
Strabismus 





: Absent or dysplastic dentes d ~ 


*Plus indicates present; minus, absent. 









Fig 1.—Brownish, slightly depressed mac- 
ules on anterior aspect of left thigh. 


se tX 





Fig 2.—On right flank, whitish atrophic 
scars are predominant. 


and are often observed in many malforma- 
tion syndromes, to which close attention 
should be paid with accumulation of more 
cases to clarify the real incidence and mode 
of inheritance. 
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Localized Heat Urticaria 


Ronald D. Wise, MD; Frederick D. Malkinson, MD, DMD; 
Allan Luskin, MD; Anita T. Gewurz, MD; Howard J. Zeitz, MD 


eat urticaria is a rare disease. 
Symptoms include swelling, red- 
ness, and itching all sharply confined 
to areas of heat contact. Localized 
heat urticaria differs from cholinergic 
urticaria in that the former is not 
caused by sweating or exertion; the 
condition is distinct from solar urti- 
caria in that it is purely temperature 
dependent.’ 
We report a case of localized heat 
urticaria and the related investigative 
studies. 


Report of a Case 


A 54-year-old woman complained of 
localized swelling and itching of six years’ 
duration following local heat application on 
bathing or on immersing the hands in hot 
water. She observed similar reactions on 
her arms after sunlight exposure through 
window glass. She also noted swelling of 
the hands after tightly gripping objects. 

She had had hay fever since childhood, 
and hives had once developed after she had 
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taken aspirin. No similar reactions to 
aspirin occurred. Otherwise, personal and 
family history were unremarkable. Physi- 
cal examination revealed a normally devel- 
oped woman with no detectable abnormali- 
ties. 

Her hands and wrists were immersed in 
water at about 50° C. Within three 
minutes, sharply demarcated erythema 
and edema appeared at the wrist, corre- 
sponding to the water line. Dermogra- 
phism assay elicited a +3-positive re- 
sponse. 

Normal values were obtained for ESR, 
C-reactive protein, rheumatoid factor (la- 
tex fixation technique), and total hemolytic 
complement (CH50). No cryoglobulins were 
detected. The results of serum protein elec- 
trophoresis were normal. Quantitation of 
serum immunoglobulins revealed normal 
IgG and IgM levels and a slightly elevated 
IgA level at 3.7 mg/ml (normal, 0.8 to 3.2 
mg/ml). Secretory IgA concentration in 
sweat obtained by iontophoresis was 
normal (< 0.3 mg/ml). Peripheral lympho- 
cyte stimulation with phytohemagglutinin 
and quantitative determinations of B and 
T lymphocytes in peripheral blood were 
normal. 

Serum aliquots assayed for one hour at 
25°, 37°, 45°, and 50° C for C1 esterase 
inhibitor, Clq, C3, C3PA, C4, C5, prekalli- 
krein, and properdin yielded normal val- 
ues. 

Intradermal testing to common aller- 
gens revealed a +4-positive reaction to 


ragweed pollen, but no reaction to cat and 
dog danders, mixed feathers, house dust, 
mixed grass pollen, mixed tree pollen, 
Alternaria, or Hormodendrum. 

A beaker, kept at constant temperature, 
was applied to the forearm for three 
minutes, with no response at 35°, 38°, 40°, 
43°, or 46° C. At 50° C, redness developed 
and rapidly progressed within two minutes 
to an elevated area of erythema. A three- 
minute application of ice produced erythe- 
ma without wheal formation. 

Intracutaneous histamine produced a 
pruritic wheal within 15 minutes. Topically 
applied thurfyl nicotinate (Trafuril [Brit- 
ain]; no comparable US product) elicited an 
erythematous wheal after 15 minutes. 

Repeated thurfyl nicotinate application 
produced a 75% reduced response 30 
minutes after the patient took 10 grains of 
aspirin. However, aspirin failed to inhibit 
the heat response at 50° C. 


Comment 


The pathomechanism of localized 
heat urticaria is unknown. Greaves 
and associates? implicated histamine 
by use of specific histamine antago- 
nists and demonstrated cross-tachy- 
phylaxis with histamine. These inves- 
tigators recovered histamine by per- 
fusing urticated skin, but they also 
detected smooth muscle contracting- 
activity that was not due to histamine, 
acetylcholine, serotonin, or bradyki- 
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nin? Repeated attempts at passive 
transfer of localized heat urticaria 
have failed. Heat urticaria was 
blocked in one patient by local infil- 
tration of epinephrine and by tempo- 
rary circulatory occlusion.’ 
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have substantially decreased levels of 
alpha,-antitrypsin and total antitryp- 
sin activity, while patients with 
acquired angioedema have lowered 
levels of alpha,-antitrypsin and anti- 
chymotrypsin activity. 
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S Our case may be similar to the case Satisfactory therapy for localized 25 Maa 1M. "GiméndbChfmaines IM, 
E. of Willis and Epstein,‘ in which urti- ^ heat urticaria includes use of antihis- ^ Noguera J: Localized heat urticaria. Arch 
E caria was induced by thermogenic tamines, chloroquine,' or "desensitiza- Dermatol 108:684-686, 1973. : 
Be effects of sunlight. Unfortunately our tion.” We treated our patient by heat 4. Willis I, Epstein JH: Solar- vs heat-induced 
- 2 í í — % : urticaria. Arch Dermatol 110:389-392, 1974. 
E patient refused phototesting proce- avoidance and oral antihistamines. 5. Doeglas HMG, Bluemink E: Protease inhibi- 
E. dures. She obtained partial relief from medi- tors in plasma of patients with chronic urticaria. 
Es Serum levels of protease inhibitors ^ cation, but severe soporific side Arch Dermatol 111:979-985, 1975. _ 
Me should be determined in future cases. effects limited administration to very 6. m epar qe n 2 
: Patients with acquired cold urticaria ^ low dose levels. Pormat 92191-194, 1976. p soc aT T 
E Caleinosis Cutis Cireumscripta 
n Treatment With an Intralesional Corticosteroid 
= 
E v Soon S. Lee, MD; Jerome Felsenstein, MD; Floyd R. Tanzer, MD 
‘id T here is as yet no good way to treat urinalysis, 24-hour urine for calcium, apartin amounts that did not exceed 25 mg 
bey calcinosis cutis circumscripta.'* creatinine, and proteins, ECG, and chest ^ of triamcinolone diacetate per treatment 
1 The recent use of etidronate disodium  roentgenogram. Roentgenograms showed session. In the first year of treatment, a 
has shown contradictory results.** We the. nodules to contain intracutaneous total of approximately 250 mg of triamci- 
ES report our experience with a patient radiopaque deposits. Antinuclear antibody ^ nolone diacetate was given intralesionally. 
E Sth eslainaiu eitis airaa Ata titer and lupus erythematosus cell prepara- The dermojet injector was used in the first 
3 i : p tions were negative. A skin biopsy of the two treatment sessions only. 
A whom the lesions improved greatly nodules showed calcium deposits (von Clinically and radiologically, there was 
Ec with the intralesional administration Kossa stain) through the entire depth of ^ substantial regression of the lesions. Thor- 
E of a corticosteroid (Fig 1, 2, and 3). the dermis. 
p Rand ota O Therapy consisted of intralesionalinjec- Fig 2.—Lesion three months after com- 
E epo a v tions of triamcinolone diacetate (25 mg/ mencing monthly intralesional triamcino- 
a A 13-year-old teenager was seen with a ml) at monthly intervals given via dermo- lone diacetate injections. 
E four-year history of nodules in the skin. jet injector and via syringe and No. 27 
ay There was no history of excessive intake of needle. Injections were administered 1 cm 
- milk and vitamin D, no muscular symp- 
p toms, nor renal disease. Firm, freely ^ Fig 1.—Cutaneous lesion prior to therapy. 
K- mobile nodules were present over both t SE Na ms a aa gen ee 
E. knees, elbows, and popliteal fossae, the ae Ses ray? oa a, s i PS E 





right wrist, and the left index finger. No 
other abnormalities were detected on 
systemic examination. 

The following laboratory test results 
were within normal limits: complete blood 
cell count, hemoglobin, serum sodium, 
potassium, chloride, calcium, phosphate, 
blood glucose, urea, serum creatinine, uric 
acid, alkaline phosphatase, lactic dehydro- 
genase, SGOT, aldolase, creatine phospho- 
kinase, cholesterol, protein electrophoresis, 
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Fig 3.—Lesion one year after commencing 
monthly intralesional triamcinolone diace- 
tate injections. 


ough follow-up examination and laboratory 
tests were repeated and again showed no 
apparent cause for the calcinosis cutis. 

At no time was extrusion of calcified 


material from the skin surface noted. 


Comment 


It is likely that in dystrophic calcifi- 
cation, local tissue injury (eg, derma- 
tomyositis) creates the appropriate 
environment for the initiation and 
propagation of apatite formation, not- 
withstanding the presence of normal 
levels of caleium and phosphate in the 
extracellular fluid. 

Intralesional steroid therapy may 
be beneficial because of its effect on 
local inflammatory response and its 
inhibitory effect on fibroblastic activ- 
ity. 

Our experience with this patient 
has suggested that intralesional ster- 
oid treatment is effective in causing 


P). 34 
Ai 


dissolution of the calcified intracuta- 
neous deposits. 
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Halo Nevus With Exceptional Clinical Features 


Apparent Arrest of Nevus Cell Degeneration and Return of Pigment to Halo 


A halo nevus had exceptional clinical 

' features. Present at the same 
time were a central nevus, a halo of 
depigmentation around the nevus, 
and patches of pigment that had 
recently returned to the depigmented 
halo. To my knowledge, this variation 
in pattern has not been previously 
emphasized. 


Report of Case 


A 30-year-old woman sought advice 
because of the “changing behavior” around 
a mole on the posterior aspect of her right 
shoulder. Eighteen months previously, this 
mole became surrounded by a ring of 
depigmentation. When “brown spots” ap- 
peared in the previously completely depig- 
mented ring, friends alerted her to “the 
possibility of skin cancer.” The nevus in the 
center of the depigmented halo was globoid 
and lightly pigmented. Patches of pigment 
were scattered irregularly within the halo 
(Fig 1). 
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Histopathology 


The specimen showed a circum- 
scribed collection of nevus cells in the 
dermis (Fig 2) Superficially, these 
cells were epithelioid; deeply they 
were smaller, with some tendency 
toward spindling. Scattered in and 
around the nevus cells were clusters of 
small, dark-staining mononuclear cells 
that were presumed to be lympho- 
cytes. Superficially, the nevus cells 
were separated into single cells or 
small clusters of cells (Fig 3). The 
connective tissue within the tumor 
consisted of reticular fibers and hya- 
linized connective tissue. 

Lillie’s silver stain showed an 
absence of melanin in the epidermis 
overlying the nevus and within the 
nevus cells. Melanin pigment was 
demonstrated in the basal layer of the 
recently repigmented patches. 


Comment 


The usual sequence of events in halo 
nevus is that a pigmented nevus 
becomes surrounded by a ring of 


depigmentation and undergoes pro- 
gressive involution until it completely 
regresses. An area of leukoderma is 
left that may subsequently become 
repigmented or may remain perma- 
nently leukodermatous. This sequence 


Fig 1.—Halo nevus showing central nevus, 
depigmented halo, and patches of newly 
returned pigment within halo. 
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Fig 2.—Intradermal nevus infiltrated by mononuclear cells (hema- 


toxylin-eosin, original magnification x 80). 


of events has been so well established 
in dermatologic experience that the 
development of a depigmented halo 
around a nevus is assumed to ensure 
that the nevus will eventually disap- 
pear.'* 

The distinctive feature in this case 
is the simultaneous presence of a 


P 


g 7T. 


Fig 3.—Isolated nevus cells separated by infiltrating lymphocytes 
(hematoxylin-eosin, original magnification x 400). 


central nevus, a halo of depigmenta- 
tion around the nevus, and patches of 
pigment that had recently returned to 
the previously completely depig- 
mented halo. The failure of the nevus 
to regress, together with the return of 
pigment to the previously leukoder- 
matous halo, suggests that the process 
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of involution may have become 
arrested. 
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Metastatie Renal Cell Careinoma 


Resembling a Pyogenic Granuloma 


Enrique Batres, MD; John M. Knox, MD; John E. Wolf, Jr, MD 


C ompared with other solid neo- 

plasms, cutaneous metastasis of 
renal cell carcinoma is not uncommon, 
and a dermal nodule may be the only 
clinical manifestation of a silent 
primary tumor. Because of exuberant 
vascularity, the lesion may be mis- 
diagnosed as a benign vascular 
tumor. 

We have observed a solitary cuta- 
neous metastasis of occult renal cell 
carcinoma that resembled a pyogenic 
granuloma. Early diagnosis and expe- 
dient ablation of the stricken kidney 
was based on clinical awareness of the 
angiogenic impact of renal carcinoma 
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and a healthy skepticism regarding 
ostensibly benign vascular lesions. 
This is a useful illustration of the 
diagnostic relevance of tumor-induced 
angiogenesis. 


Report of a Case 


A 63-year-old man had an asymptomatic, 
pedunculated crimson nodule on the chin. 
The initial clinical impression was pyogen- 
ic granuloma. The lesion was excised, and a 
histopathologic evaluation showed a well- 
circumscribed intradermal nodule compris- 
ing nests and lobules of large, round cells 
with a pale, vacuolated cytoplasm and a 
densely vascularized stroma. The extraor- 
dinary vascularization was so striking that 
the tumor cells were, at first glance, diffi- 
cult to perceive; even microscopically the 
resemblance to a pyogenic granuloma was 
impressive. The lesion was diagnosed his- 
topathologically as a clear cell carcinoma, 


which was probably metastatic from the 
kidney (Fig 1 and 2). 

Findings from laboratory studies and 
physical examination were entirely nor- 
mal. An intravenous pyelogram, an angio- 
gram, and a venogram confirmed a large 


Fig 1.—Excised nodule showing peduncu- 
lation, thinning of epidermis, proliferation, 
and dilation of dermal blood vessels, and 
nests of clear cells. Note resemblance to 
pyogenic granuloma (hematoxylin-eosin, 
original magnification x 46). 
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Fig 2.—High power view of Fig 1 displaying 
lobules of round cells with pale, vacuo- 
lated cytoplasm (hematoxylin-eosin, origi- 
nal magnification x 625). 


mass in the upper portion of the right 
kidney. A transabdominal nephrectomy 
was performed that revealed a yellowish, 
multinodular tumor. The microscopic ap- 
pearance was diagnostic of renal cell carci- 
noma. 


Metastatic Renal Cell Carcinoma 


Clinieally unrecognized renal cell 
carcinoma is not uncommon,'? and 
metastatic disease, which very com- 
monly occurs early,? may be the initial 
clinical manifestation. A 35% five- 
year survival after treatment of soli- 
tary metastases contrasts significant- 
ly with 6% to 8% survival with multiple 
metastases.' Thus, early diagnosis of 
sentinel metastasis is crucial. 


Comment 


No diligent dermatologist should be 
tempted to cauterize or desiccate a 





pyogenic granuloma without obtain- 
ing histological confirmation of the 
clinical diagnosis. Such a bold course 
of action, no matter how expedient, is 
obviously charged with considerable 
danger. The most imminent peril lies 
in the ability of various malignant 
neoplasms to mimic the clinical mor- 
phological characteristics of benign 
vascular tumors, possibly through the 
production of tumor-angiogenic factor 
(TAF).5 

It is now widely accepted that 
primary and metastatic malignant 
tumors, including those of cutaneous 
expression, may induce the growth of 
nutrient capillaries by secreting a 
diffusible TAF.** The diagnostic im- 
portance of TAF-induced capillary 
neovascularization has been discussed 
vis-à-vis metastatic solid tumors,’ sub- 
cutaneous lymphoma, and a variety 
of primary skin tumors. A recent 
report spotlighted the similarity of 
some pedunculated malignant mela- 
nomas to pyogenic granulomas’; we 
have personally seen three such 
eases.'° The fact that this particular 
pyogenic granuloma-like metastasis 
was a renal cell carcinoma is especially 
interesting since renal-dermal metas- 
tases have been reported to simulate 
Kaposi's sarcoma," which is itself 
directly and indirectly linked to the 
production of TAF.” 

Though cutaneous metastasis of 
occult malignant tumors is not com- 
mon, prompt and proper diagnosis 
may be crucial for early treatment of 


the underground malignancy. Often, 
as in this case, the cutaneous metasta- 
sis may be the first (and possibly only) 
marker of a visceral cancer. Oceult 
malignancies continue to amaze and 
terrify with their baffling array of 
theatrical disguises. The seemingly 
innocuous pyogenic granuloma ap- 
pears to be one of the more treacher- 
ous of these biologic deceptions. 
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Treatment of Oral Florid Papillomatosis With Bleomycin 


Use of Holter Catheter for Intra-arterial Administration 


Manfred Hagedorn, MD; Klaus Weigel, MD; Johannes Petres, MD 


QO ral florid papillomatosis was first 
recognized as a distinct disease 
by Rock and Fisher in 1960.' 


From the Departments of Dermatology (Drs 
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Weigel), University of Freiburg, Freiburg im 
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The choice of therapy for this rare 
disease is complicated by its unknown 
etiology and poorly defined state of 
malignancy. The only drugs that have 
shown any promise of success have 
been cytostatic agents.’ 

The main purpose of this paper is to 
point out the possibility of using an 
intra-arterial ventricle catheter to 
achieve high tissue concentrations of 
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bleomycin sulfate at the site of oral 
florid papillomatosis and thereby ex- 
tirpate the neoplasm. 


Report of a Case 


The patient experienced the first occur- 
rence of multiple verrucose lesions in the 
area of the buccal mucosa 12 years ago 
when he was 35 years of age. Despite 
intensive conservative measures and ex- 
tensive surgery, the lesions remained and 
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Verrucose mass as on cheek. Left, Before treatment. Center, Erosive, partially ulcerous 
reaction of cheek and macroscopically unaffected tongue after injecting 245 mg of bleomycin 
sulfate intra-arterially. Right, Healed, scarred area of cheek three months after treatment. 


eventually spread to nearly the entire 
mucous membrane of the cheeks and lips, 
predominantly on the left side. Because of 


. the difficulty of classifying the clinical and 


pathological-anatomic findings, a defini- 
tive diagnosis of "oral florid papillomato- 
sis" was not made until the spring of 1976; 
the diagnosis was made on the basis of 
characteristic histological findings as re- 
ported by Wechsler and Fisher.* 


Therapy and Follow-up 


Bleomycin was administered intra- 
arterially by means of a 4-cm ventricle 
catheter that was connected to a Rick- 
ham’s reservoir’ in the external carot- 
id artery. The surgical procedure 
employed was that described by Wei- 
gel and Hagedorn.’ 

The patient received a total of 315 
mg of bleomycin sulfate in single 
doses of 15 mg each. The drug was 
administered through a puncture of 
the Rickham’s capsule at an injection 
frequency of 5, 5, 4, 4, 2, and 1 per 
week. The verrucose lesions healed 
after the temporary appearance of 
large-surfaced erosions and some ul- 
ceration. Three months after therapy 
was terminated, the foci on the upper 
and lower lips had healed without 
irritation, leaving a whitish scar on 
the buccal mucosa (Figure). 

At the time of this report, ie, one 
year after treatment was completed, 
arteriographic examination showed 
the catheter to be patent. The patient 
felt well and the only side effects 
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(cutaneous reactions and hair loss) 
that were attributed to bleomycin had 
disappeared completely. 


Comment 


Oral florid papillomatosis is charac- 
terized by an extraordinary resistance 
to therapy. The use of cytostatics 
seems justified, even in younger 
patients, since there has been an 
increasing number of cases reported 
in which carcinomas have developed in 
patients with oral florid papillomato- 
sis. In any event, side effects must be 
reduced to a minimum. This can be 
accomplished by selecting a cytostatic 
agent of low toxicity and by employ- 
ing a route of administration that 
permits the attainment of highly 
selective tissue concentrations. These 
criteria are met by the intra-arterial 
administration of bleomycin, which is 
a cytostatically effective antibiotic 
that has been used successfully in the 
treatment of malignant epithelial 
tumors of the skin.' 

Intra-arterial injections can be giv- 
en for lengthy periods by inserting a 
ventricle catheter in the external ca- 
rotid artery and installing a Rick- 
ham's reservoir. Intensification of the 
local irritation caused by this proce- 
dure was avoided by beginning thera- 
py with bleomycin two months after 
the catheter was inserted. Although 
the patient's oral florid papillomatosis 
was not strictly confined to one side of 


the body, the masses on the opposite 
side also disappeared, which could be 
attributed to a severe anastomosis of 
the blood vessels in that region. 

A distinct advantage of using the 
ventricle catheter is that it can remain 
in situ beyond the end of therapy, 
which thus makes it possible to treat 
relapses without repeating the initial 
procedure. 


Nonproprietary Name and 
Trademark of Drug 


Bleomycin sulfate—Blenoxane. 
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Use with extreme caution in patients with asthmatic attack, 
coma, prostatic hypertrophy, stenosing peptic ulcer, pyloroduo 
tion, bladder neck obstruction, patients receiving MAO inhibitors, 


Do not use in women of childbearing potential. There are repo te d inst nces o 
jaundice and prolonged extrapyramidal symptoms in infants who l 
ceived phenothiazines during pregnancy. p 
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azine side effects: hypotension, syncope, toxic confusional states, extra- 
pyramidal symptoms (especially parkinsonism), excessive sedation. 
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disease. The drug's slight antiemetic action may obscure signs of intestinal ob- 
struction, brain tumor, toxic drug overdose. 


Adverse Reactions: (Note: May produce adverse reactions attributable to 
both phenothiazines and antihistamines, although not all the following have 
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Physiologie de la Circulation Cutanée, by Jean- 
Paul Martineaud and Sadino Seroussi, 116 pp, 
with illus, Paris, Masson Editions, 1977. 

This book concerns the physiology 
of cutaneous circulation. One author is 
a physiologist and the other is a 
biologist. The book is aimed at the 
clinician or at a biologist, but we have 
the impression that it would be useful 
mainly to a resident in dermatology 
who is studying his basic sciences, a 
teacher, or a researcher who is inter- 
ested in the field. 

We were surprised not to find 
recent electron microscopic data in the 
chapter dealing with functional anato- 
my of cutaneous circulation. 

Of course, the main emphasis is on 
physiology and most of the chapters 
concern the various functional aspects 
of the question. The subject is treated 
in great detail and very clearly. The 
bibliography is extensive. As in any 
physiology book, the reader is con- 
fronted with mathematical formula 
curves and measurements. At the end 
there is a welcome chapter on the 
cutaneous circulation in various states 
of health and disease. 

One would have liked to see more 
correlations with recent pharmaco- 
logic data related to skin circulation. 

The book is to be recommended 
because it is an excellent review on 
the subject. 

MADELEINE LANDRY, MD 
Quebec 


Comparative Biology of Skin, edited by R.I.C. 
Spearman, 427 pp, with illus, $29, London, 
Academic Press Ine, 1977. 

This book contains 16 papers pre- 
sented at a symposium of the Zoologi- 
cal Society of London on Oct 30 and 31, 
1975. It represents a unique collection 
of papers discussing morphology, 
physiology, and biochemistry of skin 
of various groups of invertebrates and 
vertebrates. The title appropriately 
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defines the diversity of integument 
reviewed, which ranges from those of 
arthropods and  mollusks through 
fishes and rodents. 

Morphology of the different integu- 
ments is clearly presented, and the use 
of excellent diagrams and light and 
electron micrograms effectively elab- 
orates differences among the various 
species. Cells that form the cuticle are 
highly variable, ie, collagen is absent 
from the cuticle of arthropod, whereas 
epidermal cells of mollusks secrete a 
number of substances, including the 
tanned protein of byssus threads, 
operculum, and periostracum. On the 
other hand, the procuticle of insects 
and the stratum corneum of mammals 
have much in common. The cells 
contain basically two types of macro- 
molecules: microfibrils and matrix 
proteins. Biochemistry and physiology 
of the various integuments are 
reviewed in most of the papers, and 
the references cover a wide range of 
literature. The papers on amphibians 
and rodents discuss subjeets that are 
familiar to dermatologists, such as 
ultrastructure, keratinization, and 
melanogenesis. A paper is included on 
the effects of tar derivatives on mouse 
tail epidermis. 

This book will serve as a good refer- 
ence source for students of zoology, 
biology, and dermatology. 

KIMIE Fukuyama, MD 
San Francisco 


Scabies and Pediculosis, edited by Milton Orkin, 
Howard I. Maibach, Charles Parish, and Robert 
M. Schwartzman, 203 pp, 73 illus (30 color), $10 
(soft cover), Philadelphia, JB Lippincott Co, 
1977. 

This volume is a spinoff of the 1976 
International Conference on Seabies 
and Pediculosis (Minneapolis) and 
includes 22 chapters on scabies, with 
eight chapters on pediculosis by quite 
varied authorities. The contributions 
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range from the feckless and arcane, to 
Dr Mellanby’s electrifying accounts of 
the mite’s life. 

The various syndromes of scabies 
are adequately, though unevenly and 
repetitiously, presented. For example, 
canine scabies is presented in four 
chapters. However, acute glomerulo- 
nephritis secondary to infection with 
nephritogenic streptococcal infection 
is nicely presented from an epidemio- 
logie standpoint, although the study 
populations of Trinidad and, to lesser 
extents, Africa and Redlake, Minn, 
may not adequately reflect the aver- 
age reader's patient population. The 
chapters on scabies in Denmark, 
Norway, Venezuela, and the United 
Stated contain various difficulties in 
applieation to the average dermato- 
logie practice, but were nonetheless 
interesting. The recognition of a 
waning of this epidemic is discussed, 
as well as the problems devolving 
from the long cycle of epidemics: loss 
of physician awareness of the disease 
and the related effort of "rediscov- 
ery" of previously well-described fea- 
tures of scabies. The chapters on 
treatment and adverse reactions to 
treatment are excellent, and there is 
also a section on dermatoses caused by 
other arthropods. The chapters on 
pediculosis are uniformly good, pre- 
senting the current status of louse- 
borne diseases, treatment, resistance, 
and epidemiology, with emphasis of 
head lice infestation in elementary 
school children. 

Although not of “classic” status, 
this easy-to-read, nicely sized, soft- 
cover volume is still quantum level 
above competing volumes, and repre- 
sents a great bargain. I think it should 
be part of every dermatologist's li- 
brary, and will be especially useful to 
libraries and medical students. 

REED R. Lockwoop, MD 
Oakland, Calif 
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sun 45 fimes longert E 

e Protects more effectively in both the sunbum. 
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Eight double blind, bilateral controlled clinical trials* 
were conducted involving 126 patients with atopic 
dermatitis. Duration of treatment varied from 7 to 28 
days and dosage was 2 to 3 times daily. Studies 
compared WestCort to various agents, including 
placebo. 
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The most important symptoms to the patient are 
usually pruritus and erythema. In separate studies 
involving 31 patients with atopic dermatitis, 94% 
experienced a reduction in these symptoms after 
approximately two weeks of therapy. 


Photographed object is an artistic 
interpretation of the manifestation 
of skin diseases. 





> 


| 


iP 


S Economi 


. Unique all-purpose 
vehicle enhances 
steroid release anc 
optimizes epider 
penetration 


Effective for corticosteroid-re 
dermatoses. 


Emollient cream is light-textu 
miscible, and non-greasy. 


Formulated with the patient i 
paraben-free. 


Less expensive than many of 
frequently prescribed fluorina 
non-fluorinated corticosteroid 


Packaged in convenient and g 
15, 45 and 60 g. tubes. 


*information on file at Westwood Pharmace 


Piease see following page for 
complete prescribing information. 
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CAUTION: Federal law prohibits dispensing 


without prescription. 


ONORQCISQNE RAT CREAM, 0. 


DESCRIPTION: Westcort Cream contains 
hydrocortisone valerate, an active, non- 
fluorinated ester of the corticosteroid hydro- 
cortisone. It has the following chemical name: 
11 B.21-dihydroxy-17a-valeryloxy-4- 
pregnene-3, 20-dione. 
The structural formula is: 


CH20H 
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Each gram of Westcort Cream contains 2.0 
mg. hydrocortisone valerate in a hydrophilic 
base composed of white petrolatum, stearyl 
alcohol, propylene glycol, amphoteric-6, 
carbomer 940, sodium phosphate, sodium 
lauryl sulfate, sorbic acid (as preservative) 
and water. 


ACTIONS: Westcort (hydrocortisone valerate) 
Cream is effective primarily because of its 
anti-inflammatory, anti-pruritic, and 
vasoconstrictive actions. 


INDICATIONS: Westcort Cream is intended 
for the relief of the inflammatory manifestations 
of corticosteroid responsive dermatoses. 


CONTRAINDICATIONS: Topical steroids are 
contraindicated in viral diseases of the skin, 
such as vaccinia and varicella. Topical steroids 
are contraindicated in those patients with a 
history of hypersensitivity to any of the com- 
ponents of the preparation. Westcort Cream 
is not for ophthalmic use. 


PRECAUTIONS: If irritation develops, use of 
the product should be discontinued and 
appropriate therapy instituted. 

In the presence of infection, an appropriate 
antifungal or antibacterial agent should be 
administered concomitantly. If a favorable 
response does not occur promptly, the steroid 
should be discontinued until the infection has 
been adequately controlled. 

If extensive areas are treated, or if occlusive 
dressings are used, the possibility exists of 
increased systemic absorption of the steroid, 
and suitable precautions should be taken. 

Although topical steroids have not been 
reported to have an adverse effect on the 
fetus, the safety of their use during pregnancy 
has not been definitely established. Therefore, 
they should not be used extensively, in large 
amounts, or for prolonged periods of time on 
pregnant patients. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
the use of topical corticosteroids: burning 
sensations, itching, irritation, dryness, 
folliculitis, secondary infection, skin atrophy, 
striae, hypertrichosis, acneiform eruptions, 
and hypopigmentation. 

If occlusion is used, it should be noted that 
the following side effects have been reported 
with topical steroids used in this manner: 
maceration of the skin, secondary infection, 
skin atrophy, striae, and miliaria. 


DOSAGE AND ADMINISTRATION: A small 
amount should be massaged gently into the 
affected areas 2 to 3 times daily, as needed. 


HOW SUPPLIED: Westcort (hydrocortisone 
valerate) Cream, 0.2% is supplied in 15 g., 
NDC 0072-8100-15; 45 g., NDC 0072-8100-45; 
and 60 g., NDC 0072-8100-60 tubes. 
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Letters to the Editor 


Acne in Zinc Deficiency 


To the Editor.—Articles published 
recently by Michaélsson and co-work- 
ers'? suggest that oral ZnSO, (135 mg 
elemental zinc per day) substantially 
reduced acne vulgaris lesions in sev- 
eral groups of young adults. Although 
the 15- to 19-year-old males with 
severe acne had initial serum zinc 
values lower than the healthy controls, 
none of the mean zinc values for any 
of the groups (range, 84 to 101 ug/100 
ml) was below generally accepted 
normal serum levels (70 to 125 1g /100 
ml). It appears from these data that 
there was no correlation between 
plasma zinc levels and the develop- 
ment of aene vulgaris. Others have 
reported, however, that serum zinc is 
not always an accurate indicator of 
zine nutritional status,' so it still 
remains unclear as to whether acne 
vulgaris occurred as a result of zinc 
deficiency. 

We have recently conducted a study 
of zine depletion in six young men 
(aged 21 to 30), the details of which 
wil be published elsewhere. The 
depletion diet contained 0.2 mg ele- 
mental zinc per day. In all of the 
subjects, at least minimal skin 
changes developed during zinc deple- 
tion, eg, dryness and desquamation. 
In four varying degrees of acne devel- 
oped, and two subjects had normal 
serum zinc levels at the time. 


Report of a Case.—One subject (26 years 
old), who had recurring cystic acne since 
the age of 13 and had scars on his face, 
chest, and back, had rapid development of a 
severe, acute exacerbation of acne and 
seborrheic dermatitis after 22 days of zine 
depletion. At this time, his plasma zinc 
level had decreased from 78 to 28 ug/100 
ml. Skin lesions were found over his face, 
especially around the mouth, chin, eyelids 
and nasolabial folds, and his neck, chest, 
back, genitalia, perineum, and toes. The 
rash was erythema, typical of acute 
seborrhea and superimposed acne (Fig 1). 
Cultures of the pus from these skin lesions 
revealed only the presence of Staphylo- 
coccus epidermis. 

Immediately after the clinical signs 
appeared, the subject was treated with 
topical applications of hydrocortisone 
cream. There was no substantial improve- 
ment; in fact the skin lesion became more 
intense and widespread. After six days of 
localized treatment, 44 mg of elemental 
zinc (as ZnSO,) was added to the daily diet 
and a dramatic improvement of the rash 
was observed. The lesions began clearing 
by the second day of zine feeding and 
virtually all of the seborrheic facial lesions 
and much of the aene and erythema had 
disappeared by the fourth day (Fig 2). 
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Fig 1.—Exanthem in subject receiving zinc 
depletion diet for 22 days. 


Fig 2.—Rash considerably improved by 
fourth day of zinc feeding. 





After six days of repletion, the plasma zinc 
level of the subject was 88 pg/100 ml. 


Comment.—Although the origin of 
erythema, acne, and seborrhea in this 
case cannot be attributed with cer- 
tainty to zinc deficiency, the develop- 
ment of lesions during the period of 
zinc depletion and the rapid clinical 
improvement after zinc supplementa- 
tion strongly suggest a relationship 
between zinc nutritional status and 
the development of acne and sebor- 
rhea in certain individuals. Although 
the serum zinc level varied with the 
clinical state in this subject, the fact 


that mild acne appeared in other 
depletion subjects despite normal se- 
rum zinc levels is a further indication 
that in the early stages of zinc deple- 
tion serum zinc levels may not 
accurately reflect zinc status. 
MARION TAYLOR BAER, MS 
JANET C. KING, PHD 
TSUNENOBU TAMURA, MD 
SHELDON MARGEN, MD 
Berkeley, Calif 


This work was supported in part by grants No. 
10202 and No. 08171 from the National Institutes 
of Health. 

The experimental design of this study was 
approved by the Committee for Protection of 
Human Subjects, University of California, 
Berkeley. The procedures, risks, and benefits 
were fully explained to the subjects before the 
consent form was signed. 
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Benign Mucous Membrane 
Pemphigoid in an 18-Year-Old 
Woman 


To the Editor.—Benign mucous mem- 
brane pemphigoid (BMMP) is a 
chronic vesiculobullous disease that 
mostly affects elderly people. We 
describe a patient with BMMP who is, 
to our knowledge, the youngest 
patient to suffer from this entity. 


Report of a Case.—On admission, an 18- 
year-old woman had a two-month history 
of tenderness and soreness of the gingiva 
of varying intensity. There were no symp- 
toms from other mucosal membranes. The 
patient was in good health and was taking 
no medication. 

The facial gingiva was locally marked by 
moderate erythema, edema, and superfi- 
cial erosions and a few vesicles were seen 
(Fig 1, top). Exacerbations, including bulla 
formation (Fig 2, left) alternated with 
almost symptom-free periods. Slight scar- 
ring of the mucosa appeared in some of the 
earlier affected areas (Fig 2, right). A 
dermatological examination disclosed a 
nickel allergy, but no cutaneous or ocular 
manifestations of BMMP were observed. 
An extensive serological screening re- 
vealed no abnormal values. 

Treatment with hydrocortisone spray 
three times a day had a good effect, but did 
not prevent new bullae from forming occa- 
sionally. After eight months, no clinical 
changes had occurred. 

A biopsy specimen from an oral mucosal 
lesion showed subepithelial bulla forma- 
tion. Direet immunofluorescent studies of 
oral mucosa adjacent to the lesions showed 
linear deposits of IgG and C3 at the base- 
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Fig 1.—Top, Erythema and superficial 
erosions of gingiva and alveolar mucosa. 
Vesicle is seen between maxillary central 
incisors. Bottom, Direct immunofluores- 
cence slowing linear deposits of IgG along 
basement membrane zone at periphery of 
gingival lesion ( x 100). 


Fig 2.—Left, Bulla formation on interdental 
papilla. Right, Cicatrization of gingiva 
(arrow) in earlier affected area. 





ment membrane zone (Fig 1, bottom). 
Circulating antibasement membrane anti- 
bodies (IgG) were found in low titer (1:32). 
Direct immunofluorescent study that was 
performed on a biopsy specimen obtained 
from univolved skin (buttocks) showed 
heavy deposits of C3 in a continuous gran- 
ular pattern at the dermal-epidermal junc- 
tion. 


Comment.—The patient had oral 
lesions, which clinically, histologically, 
and immunologieally showed all the 
characteristics of BMMP. The gran- 
ular pattern of the complement depos- 
its at the skin was similar to the 
immunological picture in lupus ery- 
thematosus (LE). Bullous pemphigoid 
(BP) has been reported in association 
with systemic LE, but in the present 
case, no serological findings indicated 
such a relationship. 

Though the idea is generally heavily 
opposed,’ it has been stated’ that this 
immunofluorescence pattern occasion- 
ally is seen in healthy persons. Since 
our patient showed no signs of cuta- 
neous involvement during the eight 
months follow-up, the complement 
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deposits in skin may represent a 
phenomenon such as that described,’ 
rather than early skin involvement of 
pemphigoid or LE. Although BP occa- 
sionally appears in childhood, BMMP 
is almost exclusively found among 
middle-aged and elderly people.'^* 
The chronic nature of BMMP, com- 
bined with the sparse initial sympto- 
matology like that presented in this 
report, might delay the establishment 
of a diagnosis and, therefore, be one 
of the reasons of the relatively small 
number of young patients suffering 
from BMMP. 

NiLS WorSAAE, DDS 

ERIK DABELSTEEN, DDS 

Copenhagen 
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Sabin’s Poliomyelitis Vaccine 
in Recurrent Herpes Simplex 


To the Editor.-In the October 1976 
issue of the ARCHIVES (112:1410-1415), 
Bierman stated in his article “BCG 
Immunoprophylaxis of Recurrent 
Herpes Progenitalis” the following: 
“Other limited studies with heterolo- 
gous antigen such as the Sabin live, 
oral poliovirus vaccine demonstrated 
reduction in the frequency of recur- 
rent HVH although no controls were 
employed.” 

This interpretation by Dr Bierman 
of my article “Sabin Poliomyelitis 
Vaccine in the Treatment of Recur- 
rent Herpes Simplex” (Harefuah 
86:363-364, 1974) does not reflect the 
results of my study. The communica- 
tion, which was published in Hebrew 
with a short, English summary, has 
been misquoted. 

In the original version, I clearly 
stated that treatment with Sabin’s 
vaccine eliminated all the eruptions in 
74% of the patients, and no recurrence 
or relapse appeared during a follow-up 
period of one to four years. 

Lincoln and Nordstrom’ stated in a 
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communication that although they 
were quite skeptical about these satis- 
factory results, they decided to apply 
the treatment in more than 100 
patients, and they got satisfactory 
results in more than 75% of the 
patients. 

The same results are mentioned in 
my article on this matter in Dermato- 
logica. (4:198-256, 1974). 

I hope that this clarification will 
help my colleagues receive a clear 
pieture of my study and stimulate 
further research in this area. 

ADOLPH TAGER, MD 
Tel Aviv, Israel 

1. Lincoln C, Nordstrom R, abstracted in 
Schoch AG, Arnold HL (eds): The Schoch Letter: 
Current News in Dermatology. Dallas, Penicillin 
Research Center, October 1976. 

In Reply.—In his article "Sabin Polio- 
myelitis Vaccine in the Treatment of 
Recurrent Herpes Simplex" (Hare- 
fuah 86:363-364, 1974), Dr Tager did 
indeed state that no recurrences 
occurred in 74% of his patients, but the 
inescapable fact still remains that no 
control group was employed. The 
placebo effect! is well known to physi- 
cians who are engaged in clinical 
research (no less known to physicians 
in clinical practice), and Kern and 
Schiff? in a recent communication 
claimed that 50% to 75% of their 
patients with herpes labialis respond- 
ed to inoculations of sterile water. 

It is difficult to understand the 
rationale of employing an antigeni- 
cally unrelated virus to stimulate 
immunity against herpes simplex. 
Apparently, patients cannot be immu- 
nized to poliomyelitis by infecting 
them with herpes simplex. Clinical 
researchers commonly contend that 
heterologous vaccines nonspecifically 
stimulate the immune system against 
virus infections, without providing 
sufficient scientific documentation to 
support their thesis. Immune adju- 
vants such as bacillus Calmette- 
Guérin and levamisole, which are 
known to stimulate host cell-mediated 
immunity are, nevertheless, ineffec- 
tive in preventing recurrences of 
herpes progenitalis.*- 

The basic fact remains that the 
immunoprophylactie value of Sabin's 
polio vaccine remains of dubious merit 
until subject to careful scientific 
control and adequate patient follow- 
up. The report by Myers et al? of the 
failure of heterocyclic dye inactiva- 
tion of herpes simplex, after its initial 
enthusiastic endorsement as a preven- 
tion of recurrent attacks, exemplifies 
the problems inherent in uncontrolled 
studies. 

It is time that physicians who are 
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^ research recognize that the 


clinical 
"squirt 
and squint" method of investigation 
(uncontrolled studies) is of little scien- 


in modern” day 


D tific validity, aside from the rare 


= research situation of employing ex- 
> perimental drugs in managing termi- 
















nally ill patients. 


In my own uncontrolled series of 12 


patients with herpes progenitalis and 


four patients with herpes labialis, 
there was no appreciable response 
after four administrations of Sabin's 
oral polio vaccine, which were given at 
monthly intervals. 


STANLEY M. BIERMAN, MD 


Los Angeles 
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‘Enlightened Views on Freckles 


ind Dandruff 


: “To the Editor. —Thomas Edison's in- 
... terests in medicine are not generally 
- known. Yet as early as 1879, Sir 

— William Osler, after. having met 


Edison at à meeting, reported that "he 
[Edison] believed it would be possible 
to illumine the interior of the body by 


passing a small electric burner into 


the stomach.” 


Besides endoscopy, Edison was also 
interested in dermatological subjects, - 


two of which are presented here. Both 
are conditions from which Edison 


j^ suffered and so his interests are not. f 
"wholly objective. Showing through the El 
 . eomments are a rare combination of 
_ imagination, erudition, and humor. 
— . First, on the condition of ephelides 
or lentigines, Edison states: | 


I think freckles on the skin are due to 
some salt of iron, sunlight brings them out 


by reducing them from high to low state of. 


oxidation--perhaps with a powerful mag- 
net applied for some time and then with 
proper chemicals, these mudholes of beauty 
might be removed, *® 


Seeond, eoncerning seborrhea capi- 
tis he writes: 
Powerful itching of my head, lots of 
white dry dandruff-what is this d---mn- 
able material Perhaps its [sic] the dust 
from the dry literary matter I’ve crowded 
into my noddle lately. Its [sie] nomadic, 
gets all over my coat, [I] must read about it 
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. It has just occured 
[sie] to me that the brain may digest 
certain portions of food, say the etherial 
[sic] part, as well as the stomach perhaps 
dandruff is the excreta of the mind—the 
quantity of this material being directly 
proportional to the amount of reading one 
indulges in. A book on German metaphy- 
sics would thus easily ruin a dress 
suit? (pp27- 25i 

MicHAEL B. Bropin, MD 

Clearwater, Fla 


L Cushing H: The Physician to the Montreal 
General: The Life of Sir. William Osler. New 


York, Oxford University Press, 1940, p 174. 


2. The Diary of Thomas A. Edison, Old Green- 
wieh, Conn, Chatham Press Ine, distributed by 


5 Viking Press, New York, p 28 and pp 21-28. 


Subida ara 
Chromomycosis 


To the Editor.—Recentiy, we exam- 
ined a patient with chromomycosis 
who showed an excellent response to 
persistent heat-pack therapy with a 


» pocket warmer. 


Report of a Case.~In March 1976, a 53- 


year-old farmer was referred to our clinic 


for treatment of a skin eruption on the 
right forearm (Fig 1). Other clinical find- 
ings were normal. Histologically, a sd 


imen of the lesion showed dark-brown 


thick-walled spores of the fungus among 
marked granulomatous changes. A colony 
of Fonsecaea pedrosoi (Fig 2) grew from a 


eulture of the tissue fragment on Sabou- 
raud's glucose agar. 


We tentatively started eontinuous local 
heat therapy with a pocket warmer that 





Fig 1.~Slightly elevated, oozy plaque on 


distal portion of right extensor forearm. 


Fig 2.—Fonsecaea  pedrosoi showing 
spore chains of Cladosporium, Acrotheca, 
and Phialophora types. 








was bandaged directly to the patient's ar arm 
at the lesion. No other medication was 
used. The eruption became flat in only four 
days, and complete healing of the lesion - 
was confirmed after nine weeks. No recur- 
rence was observed during the following 
year. 


Comment.—Conti-Diaz' has  con- 
firmed that F pedroso? and other. 
agents of chromomycosis have a max- 
imum growth temperature of 39°C. _ 
He suggested that successful results . 
from loeal heat treatment depend on 
thermal incompatibility between host 


and parasite. In our case, no fungi - 


grew at 39°C. 
With the continuous pocket-warmer | 
heat therapy, we could see a dramatic 


improvement in only four days. Sucha .— 


quick recovery could not have been — 
achieved if amphotericin B or flucyto- 
sine were used. In addition, these . 
chemotherapeutic agents are known. 


. to be highly toxic. 


Continuous local heat therapy ín 


very simple and effective and is- 


without prominent side effects. We 
suggest that persistent pocket warm- ` 
er heat therapy warrants a definite . 
place in the treatment of chromomy- 
cosis, | 
KEIKO YANASE, MD 
Osaka, Japan | 
MIZUHO YAMADA, MD 
Hamamatsu, Japan 
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e Yanase K, Yamada M, Susagawa: Regres- | 
sion of chromomycosis with persistent heat pack . 
therapy: A case report. Jap J Clin Dermatol | 
31:691-694, 1977. 


Dermatologists vs the 
Federal Government 


To the Editor.—Dr Philip C. Anderson. 
of Columbia, Mo, in an editorial 
comment (ARCHIVES 113:1066, 1977) 
stated: "Our principal defense against 
the major intrusion of government . 
into dermatology is to manage our 
specialty not merely well, but in a 
sophistieated, progressive, and very 
humane fashion." This sentence im- 
plies that dermatologists are not prop- 
erly managing their own specialty. 
This is further supported by his state- 
ment: "We have only started on the 
difficult road to managing our special- 
ty properly and serving our patients 
expertly.” 

I personally feel that these state- 
ments are entirely untrue. Dermatol- 
ogists, as a whole, have been handling 
their specialty quite properly and 
have been dispensing skillful treat- 
ment to their patients. The excellent 
programs at the American Academy 
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of Dermatology attest to the sophisti- 
cation of the broad scope of our 
field. 

Dermatologists do not have to 
prepare a defense to combat the intru- 
sion of federal government but mere- 
ly let the government know what has 
been happening in dermatology in the 
academic as well as in the private 
practice area. It is high time that 
dermatologists be offensive in their 
approach to federal intrusion. We 
have a lot to be proud of. 

JOEL S. SAMUELSON, MD 
East Stroudsburg, Pa 


Demonstration of Sarcoptes scabiei 


To the Editor.—In a correspondence to 
this journal (ARCHIVES 113:1296, 1976), 
Dr Leon Goldman presented a new 
technique for the demonstration of 
the mite in suspected cases of scabies. 
It seems that the scraping technique 
is the most commonly used in the 
United States, and I understand that 
many fail in the demonstration with 
this method. 

At the International Conference on 
Seabies and Other Parasitoses in 
Minneapolis in May 1976, several 
experienced dermatologists ^ con- 
firmed that in most cases of scabies 
they were not able to demonstrate the 
mite and treatment was given only on 
clinical findings, even without the 
clear-cut demonstration of burrows. 

Goldman mentions in his correspon- 
dence that, “In some dermatological 
centers, at least in the past, it was 
required that the parasites had to be 
demonstrated.” Is this condition sine 
qua non really left behind in the 
teaching centers in the United States? 
How are physicians then able to diag- 
nose treatment failures? 

My father, Svend Lomholt, profes- 
sor at Copenhagen University, said to 
his assistants: 


I have the respect for my specialty, that I 
require the demonstration of the mite 
before treatment is given in all cases of 
scabies. This is quite as essential as the 
demonstration of the gonococci in gonor- 
rhea and the Treponema pallidum in syph- 
ilis. 
Holger Haxthausen, the other grand 
old man in Danish dermatology, was 
just as strict in his requirement. As a 
consequence of this, all dermatologists 
in Denmark have been forced to learn 
the old method of careful clinical 
examination, ie, to look for burrows 
and to extract the mite from one of 
the burrows. 

I am convinced that a main reason 
for the difficulties encountered by the 
American dermatologist is that the 
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skin-scraping technique is used. This 
method is time-consuming and often 
fails to demonstrate the mite in even 
typical cases of scabies. 

A dermatologist must be a good 
"hunter. The main point in all 
hunting is to look for the victim and 
use the right weapon. 

The following are required for the 
demonstration of the mite: (1) good 
light, (2) a magnifying glass, which is 
best used as a frontal lens (only 3 x 
magnification is needed), (3) a sharp 
needle, preferably a sewing needle, (4) 
a slide, and (5) a microscope. 

The following technique is recom- 
mended: (1) Careful clinical examina- 
tion is required, especially of the webs 
between the fingers, the volar side of 
the wrist, and the penis. (2) Choose the 
most typical burrow; it will usually 
have a "dark point" in the end—this is 
the mite. In blacks the mite is seen as 
a "white point." (3) Perforate the 
burrow at this point with the needle 
and open only this part of the burrow. 
(4) Move the needle tangential to the 
skin from side to side. The mite will 
grip the end of the needle, as will be 
easily seen. (5) Transfer the mite to 
the slide and encircle it with ink to 
make the focusing of the microscope 
easier. (6) In the microscope the mite 
is best seen by low magnification. 

This technique has been very useful 
in my different clinies. It has been 
easily learned by the assistants and 
even by the paramedical staff during 
my stay in Uganda. In my present 
clinic in Sweden and my former clinic 
in Tromsoe, Norway, less than 5% of 
cases were treated for scabies without 
the demonstration of the mite. In 
addition, the introduction of a strict 
diagnosis offers the possibility for 
evaluation of treatment failures. In 
Norway we were able to demonstrate 
quite a high failure rate of the treat- 
ments in traditional use. 

GUNNAR LOMHOLT, MD 
Helsingborg, Sweden 


A Cure for Recurrent 
Herpes Simplex 


To the Editor.—Since there is no estab- 
lished "cure" at present for recurrent 
herpes simplex, the clinician, when 
confronted by such a patient, must 
choose from a bewildering variety of 
therapeutic "home remedies." The 
only universally accepted criterion for 
the choice of treatment modality is 
that the treatment should do no harm 
to the patient. I wish to report a new 
variation on an old theme—a treat- 
ment that is simple, safe, and possibly 
even somewhat effective. 


Topical ether has long been a popu- 
lar, if unproven, agent for the treag- 
ment of recurrent herpes simplex. The 
major drawbacks of this modality 
involve the difficulties and hazards of 
storing ether in the office environ- 
ment. For the past 18 months, we have 
been using a new anesthetic agent, 
enflurane (Ethrane), as a_ topical 
treatment for recurrent herpes lesions 
of both genital and extragenital sites. 
Enflurane shares similar structural 
and chemical properties with ether. 
However, it is nonexplosive, non- 
flammable, can be stored without 
special precautions, and has a shelf 
life of more than five years. 

After removing the tops of the 
herpetic vesicles and blotting the area 
dry, enflurane is dripped onto the area 
for 45 to 60 seconds with a syringe and 
needle. Drying is immediate, and 
neither irritant nor other adverse 
reactions have thus far been observed. 
A substantial number of patients 
report relief of discomfort and resolu- 
tion of lesions within 24 to 48 hours 
after a single application. Enflurane 
should be readily available to the prac- 
titioner through the department of 
anesthesiology at most hospitals. 

WILLIAM F. WILLIS, MD 
San Antonio, Tex 


Treatment of Recurrent 
Herpes Simplex 


To the Editor.-The treatment of 
recurrent herpes simplex is and has 
been varied. We have found a varia- 
tion of an old remedy, repeated 
dabbing with a solution of epineph- 
rine (adrenalin), to be clinically help- 
ful. Patients are instructed to apply 
an aqueous solution of epinephrine 
(1:1,000) with a finger to the site of 
the earliest prodromal symptom, ie, 
itching, tingling, burning, or the early 
area of erythema. They are told to 
repeat this every 30 minutes or as 
frequently as necessary to maintain a 
blanch in that area during the first 
three to four hours. Caution is exer- 
cised to avoid the application of this to 
mucosal surfaces, especially in the 
elderly with cardiac problems. 
Among 12 patients who used the 
aqueous solution of  epinephrine 
(1:1,000) during a two-year period, all 
reported immediate symptomatic re- 
lief. Nine stated that the use of 
epinephrine shortened the course of 
the process from onset of symptoms to 
healing of the lesion. Untreated 
herpes simplex lesions usually heal 
within ten days to two weeks; with 
topical application of epinephrine, 
they heal in two to three days. This 
approach did not appear to decrease 
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the frequency of attacks of recurrent 
herpes simplex. 

Five observers reported aborting 
the process after epinephrine was 
used at the onset of symptoms. All are 
experienced clinieal observers (two 
nurses, one medical secretary, and two 
physicians). One physician had a ten- 
year history of herpes simplex lesions 
after excessive sun exposure. During 
the past three years, indiscretion in 
sun exposure has still provoked the 
onset of prodromal symptoms but the 
use of epinephrine aborted the pro- 
cess. If epinephrine was not available 
at the onset of the tingling sensation 
of the lip, then application after the 
onset of vesicles failed to abort the 


process but did shorten the course of 


healing to less than two days. Another 
physieian had a similar experience 
with herpes simplex associated with 
menses. 

Six patients chose this to be 
superior to other modalities of ther- 
apy, including photoinactivated dyes, 
topieal corticosteroids, and prepara- 
tions containing camphor. Of course, 
the placebo effect must be considered, 
but we think this therapeutie modality 
deserves consideration. At this time, 
when no one form of treatment is 
clearly beneficial, a trial of this rela- 
tively innocuous topical agent seems 
worthwhile. 

JUNE K. RoBINSON, MD 
STEVEN K. SPENCER, MD 
Hanover, NH 


1. Sulzberger MB, Wolf J, Witten VH, et al: 
Dermatology Diagnosis and Treatment, ed 2. 
Chicago, Year Book Medical Publishers Ine, 1961, 
p 421. 


p-Aminobenzoic-Acid-Related 
Compounds and Systemic Lupus 


To the Editor—Fisher’s statement 
about the cross reaction of glyceryl p- 
aminobenzoic acid (PABA) with p- 
aminosalieylie acid, p-phenylenedi- 
amine, procaine, and sulfa derivatives 
should be of interest to clinicians 
(ARCHIVES 113:1299-1300, 1977). 

It is well known that lupus and 
lupus-like syndromes are more fre- 
quently diagnosed presently than in 
the past. 

Procainamide has been incrimi- 
nated in most reported cases of drug- 
induced systemic lupus erythematosus 
(SLE). It does not seem to be just an 
idiosyncratic reaction because the 
clinical signs appear in 20% to 30% of 
patients taking the drug." Serological 
abnormalities occur in 5096 or more of 
patients treated for six weeks or 
longer. 

It is important to point out that 60% 
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Fig 1.—Thirty-year-old woman with SLE 
that had been well controlled until she 


used hair dye. Patch testing with p-phenyl- 
enediamine rendered pustular area. 


Fig 2.—Fifty-year-old woman who had 
been doing well until she used ibuprofen, 
when multiple purpuric lesions developed 





of procainamide (p-amino-N-[2-die- 
thylaminoethyl] benzamide) is ex- 
creted by the kidneys. Two percent to 
1096 is recovered in the urine as free 
and as conjugated PABA,‘ which have 
some structural similarities to sali- 
cylie acid (orthohydroxybenzoie acid), 
benzocaine (ethyl-p-aminobenzoate), 
procaine (diethylaminoethyl ether of 
PABA), a parabens (p-hydroxybenzoic 
acid). 

More than 30% of patients with SLE 
show an inability to handle acetylsali- 
cylic acid. Clinically, they show effects 


of salicylism, including ringing in the 


ears, mental confusion, and excessive 
perspiration.’ 

I have observed exacerbations of 
symptoms of patients with SLE who 
use hair dyes containing p-phenylene- 
diamine (Fig 1), which cross reacts 
with p-aminosalicylic acid, procaine, 
and benzocaine,® as well as sulfa- 
derived diuretics (trichlormethiazide), 
saccharin  (o-sulfamylbenzoie acid), 
and ibuprofen (Fig 2) The latter 


compound contains tartrazine (hydra- 
zine yellow), which cross reacts with 
benzoic acid compounds, and aspirin."* 
Tartrazine is also present in some 
condiments, lipstick, and colorsticks. 
Hydrazine may also cross react with 
hydralazine hydrochloride (apresol- 
ine).* The patients shown in Fig 1 and 
2 had positive patch testings to 
p-phenylenediamine and methylpara- 
ben, respectively. 

The exact role of PABA, aminosali- 
cylie acid, Azo dyes, and parabens in 
SLE is not known. These compounds 
may have inherent toxic properties or 
an idiosyncratic effect on some 
patients. Until controlled studies are 
carried out, I do not recommend the 
use of any of these compounds on 
patients with even a remote possi- 
bility of having SLE. 

NEVILLE PEREYO-TORRELLAS, MD 
Ponce, Puerto Rico 


Nonproprietary Name and 
Trademark of Drug 


Ibuprofen—Motrin. 
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Mohs: Microscopically Oriented 
Histographic Surgery 


To the Editor.—Frederic E. Mohs has 
given a lifetime to the development of 
a unique surgical treatment for inva- 
sive skin cancers. His method, origi- 
nally termed chemosurgery to indi- 
cate the need for in situ zinc chloride 
fixation, has broadened to include all 
multiple fresh or fixed tissue excision 
techniques by which the tumor is 
traced to its ultimate extensions. 
Mohs has commented on the resultant 
nomenclatural difficulties! and Leider 
has brilliantly editorialized on the 
need for linguistic? precision. There is 
a reluctance to use either the simple 
eponym or the limiting word, chemo- 


surgery. 
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I would suggest that we can honor 
Mohs and also achieve clarity by using 
his name not only as an eponym but 
also as an acronym for his technique. 
Mohs would thus stand for both the 
innovator and the innovation: Micro- 
seopically Oriented Histographic 
Surgery. 

WALTER B. SHELLEY, MD 
Philadelphia 


1. Mohs FE: Chemosurgery: Microscopically 
Controlled Surgery for Skin Cancer— Past, Pres- 
ent and Future. J Dermatol Surg Oncol 4:41-54, 
1978. 

2. Leider M: Editorial blues. J Dermatol Surg 
Oncol 4:10-11, 1978. 


Delayed Blanch Reaction in 
Atopic Dermatitis 


To the Editor.—We are responding to 
Stone's letter in the September 1977 
ARCHIVES.' He refers to the results of 
his 1973 study,’ which directly contra- 
dict our results? We reported that 
vaseular reactions to mechanical 
stroking, topical application of tetra- 
hydrofurfuryl ester of nicotinic acid 
(thurfyl nicotinate [Trafuril; British]; 
no comparable US product), and 
methacholine (Mecholyl) chloride were 
normal in uninvolved skin of patients 
with atopic dermatitis. Abnormal vas- 
cular reactions to these mechanical 
and pharmacological stimuli did occur 
not only in involved skin of patients 
with atopic dermatitis, but also in 
slightly lichenified patches of patients 
with allergic contact dermatitis. We 
then suggested that white dermogra- 
phism, thurfyl nicotinate blanching, 
and delayed blanch with methacholine 
might be nonspecific phenomena seen 
in an eczematous lesion of different 
cause. On the contrary, Stone and 
others*^ asserted that, if methacho- 
line were injected intracutaneously, a 
delayed blanch commonly would oc- 
cur in uninvolved skin of atopic 
patients. We have reexamined the 
vascular reactivity of atopic patients 
to methacholine, with the use of intra- 
cutaneous injection of the drug, to 
determine whether the standardized 
methacholine test produces a delayed 
blanch throughout the skin of patients 
with atopic dermatitis and to deter- 
mine whether the abnormality in 
vascular responsiveness to methacho- 
line is specific to atopic dermatitis. 


Selection of Patients.—Thirty patients 
with atopic dermatitis were selected for 
study. They had lichenified patches on the 
face, on the antecubital and popliteal 
fossae, and on other predisposing skin 
sites. They also retained normal-appearing 
skin on the trunk or limbs. Severe cases 
with exacerbating dermatitis were ex- 
cluded, because it was difficult to find 
uninvolved skin. Clinical controls consisted 
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of 12 patients with allergic contact derma- 
titis who had lichenified lesions on the face 
or limbs. They had no personal or family 
history of atopy. The involved skin of these 
patients with allergic contact dermatitis 
was similar in character to that of patients 
with atopic dermatitis. 


Test Sites.—The following test sites were 
used for atopic patients as well as for 
controls: (1) slightly lichenified patch on 
the face, trunk, or limbs; (2) normal- 
appearing skin on the trunk or limbs. One 
tenth of a cubie centimeter of a 1:1,000 
dilution of methacholine chloride in iso- 
tonic saline was intracutaneously injected 
into the test site. The test site was 
observed for 15 minutes. Readings were 
made as follows: (1) red, severe redness 
around the injected wheal; (2) interme- 
diate, pallor of the injected wheal without a 
blanched halo; and (3) blanching, pallor of 
the wheal with a blanched halo or with 
substantially blanched pseudopods. (We 
simultaneously performed the test with the 
use of topical application of the metha- 
choline solution, and failed to obtain an 
erythematous reaction when the drug was 
applied epicutaneously to uninvolved skin 
of atopic patients. Most of the 30 atopic 
patients were selected from those patients 
who had been tested in our previous study. 
We admit that the method of topical 
methacholine test in our previous study is 
in error. Since, in our previous study, the 
data of thurfyl nicotinamide tests and 
those of topical methacholine tests were 
almost the same, we are afraid that a 
mistake in labeling these two test solution 
vials might have occurred. 


Results.—The results of the intracu- 
taneous tests with methacholine are 
shown in the Table. Patients with 
atopic dermatitis commonly showed 
delayed blanch reactions when the 
tests were performed on slightly li- 
chenified skin. In their normal- 
appearing skin, however, typical ery- 
thematous reactions occurred in al- 
most all of the cases. Patients with 
allergic contact dermatitis also pro- 
duced delayed blanch reactions if the 
tests were performed on their slightly 
lichenified skin. All of these patients, 
however, showed red reactions when 
the tests were done on the normal 
skin. 


Comment.—It is important to note 
that a delayed blanch reaction to 
intracutaneous injection of methacho- 





line consistently has occurred in 
slightly lichenified skin in patients 
with allergic contact dermatitis. This 
indicates that the delayed blanch with 
methacholine is not specific to atopic 
dermatitis. In the light of this fact, it 
is necessary to rescrutinize the prob- 
lem of delayed blanch with metha- 
choline that has generally been con- 
sidered to occur in uninvolved skin of 
atopic patients. As we pointed out,** a 
very rigid selection of uninvolved skin 
is required in an evaluation of any 
feature of atopic skin. Mihm et al’ 
reported that biopsy specimens from 
clinically normal skin of atopic pa- 
tients often exhibited histological ab- 
normalities qualitatively similar to 
those of the involved sites. We also 
demonstrated that dry and rough skin 
often seen in atopic patients histolog- 
ically showed an eczematous change.’ 
From our experience, the total body of 
severe cases with exacerbating atopic 
dermatitis is frequently covered with ` 
skin eruptions and dry skin. Such 
severe cases should be excluded from 
studies of atopic skin. We would like 
to ask Stone whether patients with 
severe atopic dermatitis were ex- 
cluded from their study. Stone et al 
reported that IgE levels were corre- 
lated with extent of dermatitis and 
that the intensity of the delayed 
blanch correlated well with levels of 
IgE. From these data, one could infer 
that their patients with positive 
methacholine delayed blanch reac- 
tions were the patients with more 
severe dermatitis. If true, it is quite 
possible that their patients with posi- 
tive methacholine test results were 
tested on skin that was not quite 
normal. In the present study, we used 
only those patients who were not in 
severe exacerbation of the dermatitis. 
It then became evident that normal- 
appearing skin in patients with atopic 
dermatitis commonly showed a nor- 
mal, red reaction to intracutaneous 
injection of methacholine, while 
slightly lichenified skin in these 
patients usually showed a delayed 
blanch reaction. Thus, from the results 
of the present study, it is reasonable 
to consider that the delayed blanch 
reaction to intracutaneous injection of 


Methacholine Reaction in Atopic Dermatitis and Contact Dermatitis 


Atopic Dermatitis 


Methacholine Uninvolved 
Reaction Skin 


Involved 
Skin Skin Skin 


Contact Dermatitis 


Uninvolved Involved 


Red 27 0 12 0 
Intermediate 3 8 0 4 


White 0 
Total 30 





0 8 


22 
30 12 12 
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‘dermatitis is a secondary phenomenon 
that may give no definite information 
 eoncerning the diagnosis of this 
disease. 

MasAMI UEHARA, MD 
SHIGEO Orun, MD 
Kyoto, Japan 
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Schoitz Regimen 


Loco Lo the 

~ ARCHIVES (113:1616, 1977), Ayres and 

; -Mihan expressed their belief that the 

-~ Scholtz regimen has not received the 

<> attention that it merits. They re- 
. ported that. the dramatie response of 







atopic dermatitis to this form of 
therapy is comparable to the response 


of an infection to antibiotics and 
inflammatory dermatoses to topical 
steroids. 


Most derinatologists trained during - 
the last ten years are well aware of | 


the Seholtz regimen and its proper 


Editor.—In the November: 


usage; and the reason one does not _ 


hear more about it is that it just is not 
as effective as we would like it to be or 
. as we are led to believe. 








E cand. am not degrading the Scholtz 
^ -. program. I am sure it is the appro- 


Ido not mean to be a critical skeptic | 


priate approach for some atopic 


cases, 
Treating atopic conditions with the 
Scholtz method during the cold winter 
months where I practice has been 
disappointing; some patients actually 
experienced an increase in their 
symptoms. Contrary to the Scholtz 
believers, I recommend oil hydration 
baths and topical steroid ointments. 
The long-held belief that steroid in 
ointment bases is bad for patients 
_* with atopie dermatitis is erroneous. 
: I have heard the pros and cons on 
the Scholtz regimen discussed by 
many authorities. My point is that 
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that ". 


atopie disease must be ev 
treated on an individual basis and that 
many do not benefit by the Scholtz 
program. For those dermatologists 
practicing in the warmer western and 
southern climates, it may prove to be 
the "treatment of choice." However, I 
do not find this to be so in Pennsyl- 
vania. 

I would be interested in the opinion 
of dermatologists practicing in geo- 


_graphic localities similar to mine, such 


as Boston, Detroit, Cleveland, and 


Rochester, regarding the value of the © 


Scholtz program. It would be worth- 
while for their comments to be 
published so that dermatologists 
throughout the land can put the 


Scholtz regimen in its proper perspec- 
tive, after which we may finally be 
-able to “let a sleeping dog lie.” 


Ropert R. Tompxins, MD 
Camp Hill, Pa 


In Reply.—We disagree with one of Dr 
Tompkins’ statements, to the effect 
. most dermatologists trained 
during the last ten years are well 
aware of the Scholtz regimen and its 
proper usage; and the reason one does 
not hear more about it is that it just is 
not as effective as we would like it to 


“be or as we are led to believe.” We are 
Of the opinion that most dermatol- 


ogists who have been trained during 
the past ten years, as well as those of 


much longer experience, have never 


heard of the Scholtz regimen. 
There has been much research and 
many published papers regarding 


newer concepts in the immunological 


aspects of atopic dermatitis, but, with 
few exceptions, we have not seen any 


mention of the Scholtz regimen or any 
Other alternative practical ideas for 


the management of this distressing 


disease. 


Dr Tompkins' point that the Scholtz 


. regimen may be more effective in the 
warmer climates of the west coast or 
„the south could be valid. More rigorous 


climatie conditions could be a faetor in 


explaining why the Seholtz regimen 


might be less effective in certain 
geographie areas. Certainly we agree 
with Dr Tompkins regarding the 
necessity of the adaptation of any 
treatment regimen, including that 
which is under discussion, to the indi- 
vidual patient. We might note, how- 
ever, that sweating also exacerbates 
atopic dermatitis, and this factor 
should theoretically be an aggravation 
in the humid south, if not in the 
Mediterranean-type climate of the 
Pacific coast. 

since our letter was published, we 
have received a communication from 


aluated and 


practice made up in part by a large 











Dr Alin H. J acobs, professor | 
dermatology and pediatrics at Stai 
ford (Calif) University Medical Cei 
ter, in which he stated "since I now 
have about 500 children on the modi- 
fied Scholtz regimen with about 90% 
good to excellent results, I thought 
you might be interested i in my last two 
papers on this matter." 

To be successful, the Scholtz regi- 


men must be meticulously carried out 


indefinitely. In essence, this includes 
no soap, minimal exposure to water 





(not. over a one-minute shower), no 


oily or greasy applications, no rough, 
woolly, or occlusive clothing, or stren- 
uous exercise to stimulate sweating, 
the topical application of nonlipid 
lotion (Cetaphil), followed immediate- 
ly by .01% fluocinolone acetonide 
lotion (Synalar solution) twice daily or- 


oftener, later used only when needed, 
topical or oral antibiotics briefly 
‘secondary infection is present. 


SAMUEL AYRES, JR, MD 

RICHARD MIHAN, MD 

Los Angeles | 
The Quiddlty of the Head Louse 


Tothe Editor. —In the past three sean 


‘there has beén a virtual epidemic of 


head lice in white schoolchildren in the 
private schools and affluent suburbs 
of the greater Cleveland area. 
Having been taught that blacks 
have a resistance to head lice and 
never having seen a case of pediculosis 
capitis in a black patient (despite a 





number of. blacks), I wrote to the 
QUESTION AND ANSWER editor of JAMA 
to learn. why there are no head lice 





infestations in black schoolchildren. 


The laconic reply was: 
reason is not known.” 

I, therefore, submit the following 
possible explanation for the dearth of 


E t os the 


| head lice and nits in blacks: 


Black people in the United States— 
adults. and children—use creams and 
oils on their scalps and hair for 
grooming purposes. 

Female lice, in order to give their : 
eggs the best possible conditions, glue. 


each egg to a hair. If the louse is 


unable to maintain a mechanical hold — 
on the hair shaft, it will not be able to - 
establish itself. An oily hair shaft does 
not permit the female louse to gain a ` 
foothold or purchase. Further, any 
cement substance laid down by the 
louse will not adhere to oily, slippery | 
hair. 
Ergo, excessively oily hair may be a 
deterrent to head lice and nits. 
JEROME Z. Litt, MD 
Beachwood, Ohio 
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1976. Many experts contribute the latest scientific and clinical informa- 

tion on the disease including the natural history and. biology of the 

scabies-causing parasite, diagnosis and treatment of scabies, epidemic 

control, and the epidemiology and treatment of pediculosis. 





and ROBERT M. SCHWARTZMAN, DAY. M, MPH, P PhD, _ 


| 203 pages/73 illustrations, 30 in color/1977/soft cover, $10.00 
2. New (4th) Edition. . . LECTURE NOTES ON DERMATOLOGY 


By BETHEL SOLOMONS, M.A., M.D., F.R.C.P.I. 

The new 4th edition of this succinct. introduction to dermitot ogy has been 
revised extensively to reflect new concepts regarding etiologies and 
recent innovations in treatment. New information is included on leprosy, 
syphilis, Reiter's disease, chronic gonococcal dermatitis, and the 
importance of immunological mechanisms. 


3. New (2nd) Edition. .. HAZARDS OF MEDICATION 


A Manual on Drug interactions, Contraindications and Adverse Reactions with Other Prescribing and Drug Information 
Edited by ERIC W. MARTIN, Ph.D.; with 7 other Authorities. 

Totally updated and revised, this new edition of a widely acclaimed text 

helps you to avoid the hazards of modern medication that can threaten 

patient safety. Easy-to-use tables, on tinted paper. give you instant - 

access to authoritative facts on drug interactions and drug interference 

with clinical laboratory tests. Concise monographs discuss SEE drug. 

reactions. 


271 pages/111 illustrations/Ath edition, 1977/$12.50 


bout te00 — tables and charts/2nd edition, 1978 about $37.50 
4. New. INTERNATIONAL CODING INDEX FOR DERMATOLOGY 


Compiled by SUZANNE ALEXANDER; and ALAN B. SHRANK | 
Drs. Alexander and Shrank have adapted the International Classification 
of Disease (ICD) issued by the World Health Organization for the needs 
and convenience of dermatologists. The coding system presented is easier 
and more complete for use in modern dermatological practice, yet. 
remains compatible with the new 9th revision of the WHO system. 


s. 5th Edition... HISTOPATHOLOGY OF THE SKIN” 


By WALTER F. LEVER, M.D.; and GUNDULA. SCHAUMBURG- LEVER, M.D. 
Rewritten to include more than 20 additional diseases, and with a 
50-plate appendix of electron micrographic illustrations, this edition is 
sure to be more valuable than ever. Major changes have been made in. 
the descriptions of lymphomas, bullous dermatoses, and metabolic 
diseases. i 


about 96 pages/1978/soft cover, about $12.00 


. 793 pages/ 386 illustrations, 8 in color/50 electron micrographs/5th edition, 1975/$52.00 
6. HUMAN ORAL MUCOSA - | | 


Development, Structure and Function — 

By C.A. SQUIER, M.A., Ph.D., M.I.Biol; N.W. JOHNSON, M.D Sc. FD.SRCS, Ph.D; and RM. HOPPS, B.Sc., Ph.D. 
After a brief description of the functions of the oral mucosa, this book 

explains how its structure fulfills those functions in the different regions 

of the oral cavity. Emphasis is on epithelial cell proliferation and the 

various processes of differentiation that lead. to variations in the pattern 

of keratinization. 


7. New... DRUG INTERACTIONS INDEX 1978/79 
By ERIC W. MARTIN, Ph.D. i 

This quick-reference manual, containing the drug interactions tables from 
"Hazards of Medication," 2nd Edition, covers interactions for 
more than 900 of the most widely prescribed drugs. It also includes 
combinations of drugs, foods, food ingredients, natural products, and 
chemicals. 


129 pages/60 illustrations/1976/soft cover, $12.75 


about 320 pages/1978/flexible binding, about $11.00 


8. New... CONNECTIVE TISSUE DISEASES - 

By GRAHAM RV, HUGHES, MD, M.R.C.P. 

The primary concern of this book i is clinical manifestations of the various 
connective tissue diseases, their similarities and dissimilarities, distin- 
guishing features, and treatment. it includes information on current 
research into their etiology and pathology, with emphasis on immunolog: 
ical aspects. 


266 pages/112 illustrations/1977/soft cover, $23.50 


J. B. Lippincott Company 
East Washington Square, Philadelphia, Pa. 19105 
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Weine e Johnson, MD, Recorder 


/'. Angiokeratoma Corporis Diffusum (Fa- . 


brys Disease) Presented by RAUL 
FLEISCHMAJER, MD, and STEVEN BINNICK, 
MD 


This ET man i a five-year 
history of nontender, nonpruritie, red 
papules on his suprapubic area and sero- 
tum. He has had recurrent febrile episodes 


since infancy accompanied by polyarthral- 
gias and chills lasting about four hours. He 
had a myocardial infarction in 1974 and 







again in 1975. Proteinuria developed two 
years ago and has rapidly inereased. He 
has noted that sweating is limited to the 
palms and soles. Family history reveals the 
- patient had two siblings who died of 
<. "Bright's disease” at ages 32 and 42 years. 
His first cousin received a kidney trans- 
plant after aeute renal failure. One son 
died at the age of 18 months with cystie 
fibrosis and another son, now 20 years old, 
has cystic fibrosis. 
Physieal examination diselosed pinhead- 
. sized slightly keratotie reddish papules on 
the scrotum and pinpoint-sized petechiae 
on the crural area. A 24-hour urinary 
protein value was 2,200 mg (normal, < 30 
mg). A renal biopsy specimen showed elec- 
tren-dense lipid deposits in glomerular, 
& epithelial, interstitial, vascular, and tubu- 
— . lar cells. There are bilateral corneal opaci- 
-. ties. A skin biopsy specimen was inter- 
 . preted as angiokeratoma. 






Discussion 
RAUL FLEISCHMAJER, MD: With PAS and 
Sudan black, it is possible to demonstrate 
granules in endothelial cells that appear to 
be glycolipid. Under the electron micros- 
cope, these granules show a myelin struc- 
ture. In the renal biopsy specimen from 


this patient, one can see myelin-like mate- 
rial in the tubular epithelium. The disease 
is due to widespread deposition of galaeto- 
sylgalactosyl glucosyl ceramide. The en- 


zyme that catalyzes the removal of the 
terminal galactose is apparently missing. 
This patient has an elevated blood urea 
nitrogen level, and a kidney transplanta- 
tion is being considered. 

ALBERT KLIGMAN, MD: What is the pros- 
pect for this patient now? 

Dr FLEISCHMAJER: Very poor. 

STEVEN BINNICK, MD: The first signs are 


often recurring febrile episodes during 
childhood, followed by the development of 
angiokeratomas on the scrotum, upper 


portion of the thighs, and the penis. About 


60% have tortuosity of the conjunctival 
vessels. The most characteristic finding, | 


believed to be pathognomonic, is a radiat- 
ing opacity of the posterior membrane of 
the lentieular eapsule, but this is found in 
only about 50% of the patients. About 90% 
of the patients have corneal opacities, and 
this patient does have bilateral opacities. 
Usually patients die of kidney disease by 
the age of 45 years. This patient has severe 
kidney disease. He is going through a 
process of tissue typing for possible trans- 
plantation. 

RICHARD URBANEK, MD: Since the miss- 
ing enzyme galactosidase is present in the 
renal homograft, can the vascular changes 
regress after homograft transplantation? 

Dr BiNNiCK: I do not really know. The 
cutaneous lesions are not true angiokerato- 
mas, but are believed to be ectasias of the 
vessels. 


eer BEERMAN, MD: Histelogtollly. ra 


. would not call the sections from. this: 





patient angiokeratoma. I think they pum 


sent hemangioma with fibrosis. 


Dr KLIGMAN: Clinically, we would Bot do. 


that either; there: certainly is. not much. 
keratoderma. Also, the occurrence © 
| angiomas. or angiokeratomas on the s scro-. 


tum is not that unusual. | 
DR BINNICK: The distinctive feature is. 


the age at onset. This patient developed his. 
lesions. at about puberty, while typical: 
| angiokeratomas of Fordyce usually dev elop ; 


after the age of 40 or 50 years. It is: 
suggested . that. transplantation actually : 
may increase the serum enzyme level, since 
the enzyme is produced in the liver, kidney, 
and several other organs. ae 

Harry J. HusLEY, MD: One of the. 


features that helps distinguish this disease. 


from other angiokeratomas is the involve- 


_ ment both clinically and histologically of | 


Sweat glands. _ 

RONALD SHORE, MD: It is now known 
that a deficiency of either of two enzymes, 
a-galactosidase or a-L-fucosidase, can be. 


associated. with the clinical picture of. 


Fabry's disease (Arch Dermatol 1077154, 
1973). The ultrastructural appearance of i 
the lesions associated with these two. 


enzyme deficieneies are different. In elas- - 


sical Fabry's disease, including the present 


case, lamellar bodies are seen within the — 
cytoplasmic vacuoles. In a-L-fucosidase _ 


deficiency, lamellar bodies are not seen and ..- 
empty lysosomal vacuoles are evident. —— — 

JOSEPH A. Wirkowski, MD: These pa- 
tients have severe pain in their hands and 
feet. What is the eurrent explanation. for E 
this symptom? : 

DR BINNICK: I am not sure. The glycolipid | 
is said to be picked up by neurons, and. . 
patients can get peripheral neuropathy, as | 
well as CNS manifestations; therefore, it is 
a generalized process. 
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(fluocinolone acetonide) 

CREAM 0.025% 

CREAM 0.01% 

OINTMENT 0.025% E 
SOLUTION 0.01% 


Description Synalar (fluocinolone 
acetonide) has the chemical name óg, 
9a-difluoro-16a-hydroxyprednisolone-16, 
17-acetonide. 


The cream contains fluocinolone aceton- 
ide 0.25 mg./g. or 0.1 mg./g. in a water- 
washable aqueous base of stearic acid, 
propylene glycol, sorbitan monostearate 
and monooleate, polysorbate 60, purified 
water and citric acid with methylpara- 
ben and propylparaben as preservatives. 


The ointment contains fluocinolone aceton- 
ide 0.25 mg./g. in a white petrolatum 
U.S.P vehicle. 


The solution contains fluocinolone aceton- 
ide 0.4 mg./g. in a water-washable base . 
of propylene glycol with citric acid. 


Indications For relief of the inflammatory 
manifestations of corticosteroid-respon- 
sive dermatoses. 


Contraindications Topical steroids are 
contraindicated in vaccinia and varicella. 


Topical steroids are contraindicated in 
those patients with a history of hypersen- 
sitivity to any of the components of the 
preparation. 


Precautions If irritation develops, the 
product should be discontinued and 
appropriate therapy instituted. 


In the presence of an infection the use of 
an appropriate antifungal or antibacterial 
agent should be instituted. If a favorable 
response does not occur promptly, the cor- 
ticosteroid should be discontinued until the 
infection has been adequately controlled. 


If extensive areas are treated or if the oc- 
clusive tecnnique is used, the possibility 
exists of increased systemic absorption of 
the corticosteroid and suitable precau- 
tions should be taken. 


Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use in preg- 
nant females has not absolutely been 
established. Therefore, they should not be 
used extensively on pregnant patients, in 
large amounts, or for prolonged periods 
of time. 


Synalar products are not for ophthalmic 
use. 


Adverse reactions The following local 
adverse reactions have been reported 
with topical corticosteroids: burning, 
itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, 
hypopigmentation. 


The following may occur more frequently 
with occlusive dressings than without such 
therapy: maceration of the skin, secon- 
dary infection, skin atrophy, striae, miliaria. 
How Supplied 
Synalar (fluocinolone acetonide) 

Cream 0.025% — 15 and 60g. tubes and 
120 and 425g. jars. 

Cream 0.01% — 15, 45 and 60g. tubes 
and 120 and 425g. jars. 
Ointment 0.025% — 15 and 60g. tubes and 
425g. jars. 


Solution 0.01% — 20cc. and 60cc. plastic 
squeeze bottles. 

Also Available 

Synalar-HP* (fluocinolone acetonide) 
Cream 0.2% 5g. and 12g. tubes. 
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News and Notes 


Mycology  Review.-The Stanford 
. University Department of Dermatolo- 
gy will offer a “Mycology Review” on 
Oct 20 and 21, 1978, at Stanford 
.. University Medical Center. This 
American Medical Association-accred- 
. ited course is designed for residents in 
< dermatology and pathology. Sessions 
~: will include lectures on superficial and 
. Systemie fungi and a review of 
- cultures and color microscopic illustra- 
_ tions. Applicants may register for one 
or both days; sessions will begin at 9 
. AM. For information, contact Paul H. 
~ Jacobs, MD, Department of Dermatol- 
ogy, Stanford University School of 
Medicine, Stanford, CA 94805. 


European Society for Dermatological 
Research Symposium.—A symposium 
. entitled “Vasculitis,” sponsored by the 
. Department of Dermatology, Univer- 
. sity of Innsbruck, will be held Feb 16- 
. 17, 1979. This is the fourth of a series 
of clinically oriented symposia of the 
=: European Society for Dermatological 
. Research. The session will consist of 
* papers of invited speakers, discussion 
"periods, and free communications. 
A Anyone wishing to contribute or to 
. attend should contact Prof Klaus 
. Wolff, Department of Dermatology, 
> University of Innsbruck, Anichstr 35, 
- -A-6020 Innsbruck, Austria. 


. Sherlockian Dermatopathology.— 
"Sherlockian Dermatopathology: Sub- 
tle Clues to Diagnosis" will be 
presented by the Departments of 
Dermatology and Pathology of New 
. York University School of Medicine 
- and Postgraduate Medical School, Oct 
< 19-20, 1978. The title of this sympo- 
. sium was coined to suggest the possi- 
- bility of applying to dermatopatholo- 
- gy and general pathology the methods 
- of deductive and analytic logic prac- 
. ticed by the world’s most famous 
: eonsultant-detective, Sherlock 
^ Holmes. The elusive criminals in 
- dermatopathology are diseases of the 
skin. The faculty of skillful dermato- 
-. pathologists here assembled will dem- 
. onstrate how these cutaneous mis- 
"ereants can be tracked down and 
. exposed by utilizing Sherlockian prin- 
< ciples, stratagems, and lenses of vari- 
. ous magnifying powers. Although the 
" emphasis will be on histologic clues to 
. diagnosis by conventional microscopy, 
- clinical, electron microscopical, and 
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itimancpathological- ‘aspects. of in- 


flammations, neoplasms, malforma- 
tions, and deposits of abnormal mate- 
rials in the skin will also be scrutin- 
ized. It is hoped that when dermatolo- 
gists and pathologists attending this 
symposium stagger home irregularly 
to their respective Baker streets, they 
will be able to startle and amaze their 
colleagues by their diagnostic acumen, 
as Dr Watson was so often startled 
and amazed by Sherlock Holmes. On 
the Saturday and Sunday immediate- 
ly following the symposium on Sher- 
lockian dermatopathology (Oct 21-22, 
1978), A. Bernard Ackerman, MD will 
give an intensive course on “Histo- 
logic Diagnosis of Inflammatory Skin 
Diseases” in the form of lectures and 
demonstrations covering the nine pat- 
terns of inflammatory diseases in the 
skin. Preference for registration, 
which is limited to 50, will be given to 
those who attend the symposium on 
Sherlockian dermatopathology. Ad- 
dress inquiries to A. Bernard Acker- 
man, MD, Dermatopathology Section, 
New York University Medical Center, 
560 First Ave, New York, NY 10016. 


Pediatric Dermatology Symposium. ~ 
This four-day symposium, which is to 
be held at Stanford University on Aug 
9 through 12, 1978, will focus on recent 
advances in neonatal dermatoses, gen- 
odermatoses, and practical skin thera- 
pies. It is an American Medical Asso- 
ciation-accredited postgraduate semi- 
nar. For information, contact Paul H. 
Jacobs, MD, Department of Dermatol- 
ogy, Stanford University School of 
Medicine, Stanford, CA 94305, or 
phone (415) 497-6101. 


International Society for Cryosur- 
gery.—Organized in 1974, the Interna- 
tional Society for Cryosurgery was 
established to foster the continued 
development and application of eryo- 
surgery for the controlled cryogenic 
destruetion of abnormal tissues. 

An integral part of this develop- 
ment and application lies not only in 
advances in instrumentation and so- 
phistieation of technique toward at- 
tainment of improved methods of clin- 
ieal palliation and treatment, but in 
increased knowledge of the biochemi- 
eal, physiological, immunological, and 
morphological alterations following 
freezing. 

Presently, the society holds an 
International Congress every third 
year where the latest results in 
multiple disciplines are presented and 
diseussed. "State of the Art" round 
tables in which leading authorities 
address the society have been a major 


feature at the congresses. 

The society welcomes applications * 
for membership from individuals 
whose qualifications and interests 
have been demonstrated by experi- 
ence and publications in a relevant 
field. Applieations for membership 
may be obtained from the society's 
secretary, Dr Marco Laudi, Via Nizza 
39, 10125 Torino, Italy. Annual dues 
are $15. Successful applicants will be 
billed following election to member- 
ship. 


Allergy and Immunology Meeting.— 
The West Coast Society of Allergy 
and Immunology will hold its 17th 
Annual Scientific Session, Oct 12 
through 14, 1978, at the Jantzen Beach 
Thunderbird in Portland, Ore. For 
further information, contact Donald 
D. Stevenson, MD, Program Chair- 
man, West Coast Society of Allergy 
and Immunology, 5210 SW Corbett 
Ave, Portland, OR 97201. 


The Patch Test Clinic —The Annual 
Patch Test Clinic will be held on Tues- 
day afternoon, Dec 5, 1978, at the 
American Academy of Dermatology 
Meeting in San Francisco. This time 
the format will be changed to provide 
approximately one hour for short, 
five- to seven-minute presentations 
by persons who have worked up their 
own cases. These cases will be 
discussed by an expert panel and, as in 
the past, awards to honor achievement 
will be given to winners in three cate- 
gories: (1) the most instructive course; 
(2) the most thoroughly worked-up 
case; and (3) the most unusual case. 
Cases to be presented will be selected 
on a competitive basis. If you wish to 
present a case, send the workup (not 
necessarily the slides) to Dr William 
L. Epstein, Department of Dermatolo- 
gy, University of California at San 
Francisco, San Franciseo, CA 94143, 
before the deadline, Nov 1, 1978, 

In addition, there will be an oppor- 
tunity to discuss problem cases with 
the experts in the last 45 minutes of 
the session. Please send Dr Epstein a 
note indicating the nature of the prob- 
lem, but not the details, and plan to 
come to the meeting prepared to pre- 
sent your problem to the experts. 


Hair Transplant Symposium.—The 
Second Annual Hair Transplant Sym- 
posium, sponsored by the American 
Society for Dermatologic Surgery, will 
be held Sept 21-24, 1978, at the Ritz- 
Carlton Hotel, Chicago. For further 
information contact J. B. Pinski, MD, 
55 E Washington St, Chicago, IL 
60602; telephone (312) 263-4625. 
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IDOWN PASSED THE 
TOUGHEST WATER RESISTANCE TEST 
EVER GIVEN A SUNSCREEN. 


After | i By making this a tough test, we demonstrated with Retin-A Brand tretinoin therapy © Easily 
an hour of SWANITA conclusively that SUNDOWN resists water removed with soap and wafer. 
In both fresh and salt water wosh-off to provide significant protection Contains: octyl dimethyl PABA (Padimate 0), alcoho! 
for your sun-sensitive patients. 8.6%, water, ammonium acrylate/acrylote copolymer, 
And 3 hours of sunbathing SUNDOWN has other reasons for recommen- isopropyl myristate, benzyl alcohol, ammonium tsosteo- 


Midi ; rate, steary! alcohol, fragrance, xanthan gum and cor- 
dation: 2 Only one active ingredient, 3.3% bomer aci " x 


hotte i Padimate O (octyl dimethyl PABA), with low — *Tested in Bradenton, Florida, 90° temperature, very high 
At the st time of the day sensitization potential o Screens out 99.6% humidity; in Phoenix, Arizona, 100° temperature, 5% 


y" humidity; in Holmes Beach, Florida, 85° temperature, 
In both dry and humid of erythemal radiation under laboratory 68% humidity — winds 20 mph. Data on file, Johnson & 


conditions 2 Non-drying to the skin — Johnson 
climates with a low alcohol content of only 8.6% © Based on available published data on file at 
; Polymer-containing base dries quickly toan Johnson & Johnson 
SUNDOWN still gave invisible water-resistant film © Won't stain un- ohmon«fohmon 
significant sunscreen protection” tess applied directly to clothing © Compatible New Brunswick, New Jersey 08903 
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"8° HIGHLY PROTECTIVE SUNSCREEN 
PROTECTION THAT DOESN'T STOP AT THE WATER ‘SEDGE 





One tablet/once a day for 
enhanced patient compliance 


The new one-a-day convenience of improved, 
ultramicrosize FULVICIN P/G helps maintain treatment 
and prevent missed doses. 


One-half the dose 


Therapeutic effectiveness — enhanced G I. absorption 
makes it possible for 250 mg. of FULVICIN P/G to 
effectively replace 500 mg. of microsize griseofulvin. 
This is due to a special process by which ultramicrosize 
griseofulvin crystals, dissolved in P/G (polyethylene 
glycol), are dispersed throughout the tablet. 


Significant savings to patients 


New, improved FULVICIN P/G is up to 35 per cent less 
expensive per dose than all microsize griseofulvin 
formulations* 





"Other Ultramicrosize 





(Shown actual size) ai 





New Ultramicrosize 
FULVICIN P/G 
250 mg. tablet 


griseofulvin 
125 mg. tablet 


Easy-to-swallow tablets 


Compare the size of the new 250 mg. tablet of FULVICIN 
P/G with the two-a-day 125 mg. tablet of the other 
ultramicrosize griseofulvin. 


Unique dosage flexibility 


New, improved FULVICIN P/G is the only ultramicrosize 
griseofulvin to offer two strengths— 125 mg. and 250 mg. 
tablets—for easy dose titration. And for added flexibility, 
the tablets are scored. 

*Based on list-price comparisons 
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Tablets 
Clinical Considerations: INDICATIONS FULVICIN P/G Tablets are 
indicated for the treatment of ringworm infections of the skin, hair 
and nails, namely: tinea corporis, tinea pedis, tinea cruris, tinea 
barbae. tinea capitis. tinea unguium ionychomycosis) when caused 
by. one or more of the following geren Of fungi. frichaphyton 
Tubrum, Techophyton {onsurans. Tichephyton mentagrophytes. 
Trichophyton interdigitale, Trichephyton verrucosum. Trichophyton 
 fnegrinit. HE REG Quan Trichophytun crateriforme, Tricheghy- 
ton sulphuteum. MG schoenleinii. Microsporum audouinii. 
Microsporum canis, Microsporum gyaseum. and Epidermophyton 
fleccasum. Note: Prior to therapy, the type of fungi responsible for 
the infection should be identified. The use of this drug is not p ified 
if minor oF trivial infections which will respond to topical agents 
alone. Griseofulvin is not effective in the following: bacterial miec- 
bons, candidiasis (moniliasis). histoplasmosis, actinomycosis. 
Sporotrichosis, chromoblastomycosis, coccidioidomycosis, North 
. American blastomycosis. a LOCOCCOSIS itürulosis. tinea versicolor, 
and nocardiosis, CONTRAINDICATIONS This drug is contraindi- 
: cated m patients with porphyria. hepatocellular failure, and in indi- 
- viduals with a history of sensitivity to griseofulvin. WARNINGS 
. Prophylactic Usage. Satety and efficacy of griseofulvin for pro 
. phylaxis of tengal infections have not been established. Animal 
. Toxicology: Chronic feeding of griseotulvin, at levels ranging from 
.. (5-2. 876 of the diet resulted in the development of liver tumors in 
^ Several strains of mice, particularly in males. Smaller particle sizes 
<- result in an enhanced effect. Lower oral dosage levels have not been 
>. tested. Subcutaneous administration of relatively small doses of gris- 
 eofuivin once a week during the first three. weeks of life has also 
. Deen reported to induce hepatomata in mice, Although studies in 
other animal species have not yielded evidence of tumorogenicity. 
{hese studies were not of adequate design to form a basis for concly- 
sions in this regard. in subacute toxicity Studies, orally administered 
griseofulvin produced hepatocellular necrosis in mice. but this has 
fot Deen seen in other species. Disturbances in porphyrin metabo- 
. Jism have been reported in ariseofulvin-treated laboratory animals. 
> Griseofulvin has been reported to have a colchicine-like effect on 
 imitosis andcocarcinogenicity with methyicholanthrene in cutaneous 
. tumor induction in laboratory animals, Usage ip V a The 
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Non-comedogenic, it provides superior protection from 
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e Provide maximum skin protection. Absorb more than 99% 
of burning rays. 
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_ -PABA formulations. 
-e Continue to protect after swimming with superior wash- 


Off resistance. 


e Do not develop unsightly aop uncomfortable peeling 
of formulation. 


' e Protect immediately upon application. Patient does riot 
_w have to wait'before-exposure. p= 


Are formulated to protect every patient skin ia pei every 


type of weather. 


2 


- 
«^ , 


Ure 


A.D. 
Published by the American Medical Association September $978 
Volume 114, Number 9 








' 
Dern of t i 
Langerhans Cells in Contact Dermatitis of the Guinea Pig... N. Hunziker, R. K. Winkelmann 1309 
Levamisole Therapy in Atopic Dermatitis .0..o..............cccscccecccssccscsscscsscssscsscscecesscseessceceoseses C. R. White, J. M. Hanifin 1314 
The Use of Levamisole in Atopic Dermatitis ........................ A. Alomar, J. M. Giménez-Camarasa, J. M. de Moragas 1316 
Scleroderma, Eosinophilia, and Diffuse Fasciitis .................. R. Fleischmajer, A. B. Jacotot, S. Shore, S. A. Binnick 1320 
Subcutaneous Mycosis Fungoides ....................... eee M. S. Proctor, N. M. Price, A. J. Cox, R. T. Hoppe 1326 
Immunofluorescence of Biopsy Specimens ........................ R. J. Nisengard, M. Blaszczyk, T. Chorzelski, E. Beutner 1329 
Dermatitis From Purified Sea Algae Toxin (Debromoaplysiatoxin) ...................... A. E. Solomon, R. B. Stoughton 1333 
EMEND oo odo IE E A AA E O reseicu sae eap anas pce Una J. G. Marks, Jr, D. E. Thor, R. S. Lowe 1336 


A Reexamination of the Potential Comedogenicity of Sulfur.. J. S. Strauss, P. H. Goldman, S. Nacht, E. H. Gans 1340 


a oS pie Me RR E Sa Rk eae = 0 dA ve dvosVecte aao omoi aree coe eroe Ame pat T. K. Burnham 1343 
Multiple Periorbital Fibrous Histiocytomas .....0.........c.ccccccccscssescssesecsessssessossssesvesessesvercereeeesee. S. G. Ronan, M. O. M. Tso 1345 
Pityriasis Rubra Pilaris Responding to Aminonicotinamide .................... sss S. A. Binnick 1348 
Phenytoin Hypersensitivity Reaction ........................ eese J. Stanley, V. Fallon-Pellicci 1350 
Cutaneous Leishmaniasis .............................eeseee S. Barsky, W. Storino, K. Salgea, D. P. Knapp 1354 
Basal Cell Nevus Syndrome in a Black Patient .................. sse S. Martin, M. Waisman 1356 
Retroperitoneal Liposarcoma Metastatic to Scalp .................. B. Peison, B. Benisch, M. C. Willams 1358 
an edt Fae on acuity Ls SCE OA RG RE SE oe OREN aD a EF, H. Bargman, R. L. Coupe 1360 
Pilomatricomas Associated With Myotonic Dystrophy inre A. Chiaramonti, R. S. Gilgor 1363 


Vitiligo, Chronic Thrombocytopenia, and Autoimmune Hemolytic Anemia 
T. R. Walters, A. B. Lerner, J. J. Nordlund 1366 


Neurofibromatosis and Interstitial Lung Disease ........ S. A. Davis, 
R. L. Kaplan 


An Unusual Case of North American Blastomycosis 
D. J. Pirozzi, S. W. Schwarzmann, A. D. Lewis 


Defective Leukocytotaxia and Recurrent Staphylococcal 
Infection ......R. Jeune, M. Faure, J. Leung-Tack, D. Schmitt, J. Thivolet 








Neomycin 


Staphylococcus 

Haemophilus — 
Klebsiella > “ 

E achacter Bacitracin 
Escherichia Staphylococcus 
Proteus Corynebacterium 
Corynebacterium Streptococcus 
Streptococcus Pneumococcus 
Pneumococcus 


In vitro overlapping antibacterial action of 


Polymyxin B 
Pseudomonas 
Haemophilus 
Klebsiella 


Aerobacter 
Escherichia 
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Neosporin 
Ointment 


-Bacitracin-Neomycin) 
This potent broad-spectrum antibacterial 
provides overlapping action to help combat 
infection caused by common susceptible pathogens 
—- (including staph and strep). The petrolatum base 
n. ABT is gently occlusive, protective and 

enhances spreading. 


Burroughs Wellcome Co. 
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(Polymyxin B-Bacitracin- Neomycin) 


Each gram contains: Aerosporin* brand Polymyxin B 
Sulfate 5,000 units; zinc bacitracin 400 units; neomycin 
sulfate 5 mg (equivalent to 3.5 mg neomycin base); 
special white petrolatum qs; in tubes of 1 oz and 1/2 oz 
and 1/32 oz (approx.) foil packets. 


WARNING: Because of the potential hazard of nephro- 
toxicity and ototoxicity due to neomycin, care should be 
exercised when using this product in treating extensive 
burns, trophic ulceration and other extensive conditions 
where absorption of neomycin is possible. In burns 
where more than 20 percent of the body surface is 


affected, especially if the patient has impaired renal 
function or is receiving other aminoglycoside anti- 
biotics concurrently, not more than one application a 
day is recommended. 


When using neomycin-containing products to control 
secondary infection in the chronic dermatoses, 
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including neomycin. The manifestation of sensitization to 
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dry scaling and itching; it may be manifest simply as 
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containing products, periodic examination for such 
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discontinue the product if they are observed. These 
symptoms regress quickly on withdrawing the medica- 
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avoided for that patient thereafter. 


PRECAUTIONS: As with other antibacterial preparations, 
prolonged use may result in overgrowth of nonsus- 
ceptible organisms, including fungi. Appropriate measures 
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ADVERSE REACTIONS: Neomycin is a not uncommon 
cutaneous sensitizer. Articles in the current literature 
indicate an increase in the prevalence of persons 
allergic to neomycin. Ototoxicity and nephrotoxicity 
have been reported (see Warning section). 


Complete literature available on request from Profes- 
sional Services Dept. PML. 
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cortisone to reduce inflammation plus 
sodium thiosulfate and salicylic acid — 
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amount of surface oils. 
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increased systemic absorption of the corticosteroid and suitable precau- 
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and institute appropriate therapy. Although topical steroids have not been 
reported to have an adverse effect on pregnancy, the safety of their use 
during pregnancy has not been established; therefore they should not be 
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used extensively on pregnant patients, in large amounts, or for prolonged periods of time. Not for 
ophthalmic use or use around the eyes. ADVERSE REACTIONS: The following local adverse reactions 
have been reported with topical corticosteroids: burning, itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, and hypopigmentation. The following may occur more fre- 
quently with occlusive dressings than without such therapy: maceration of the skin, secondary 
infection, skin atrophy, striae, and miliaria. 
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e Same efficacy 
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Contains: Selenium sulfide, 2v» 96 
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ethylene glycol monostearate; tita- 
nium dioxide; amphoteric—2; sodium 
lauryl sulfate; sodium phosphate (mon- 
obasic); glyceryl monoricinoleate; 
citric acid; captan; perfume; and 
water. 

Indications: For the treatment of dan- 
druff and seborrheic dermatitis of the 
scalp. TERN 
Contraindications: Should not be used 
by patients allergic to any of its com- 
ponents. | 
Warnings: Safety for use on infants 
has not been established. 
Precautions: Cutaneous sensitization 
of the scalp or adjacent areas has 
been reported; if sensitivity reactions 
should occur, discontinue use. Chemi- 
cal conjunctivitis may result if product 
enters the eyes. Do not use when 
acute inflammation or exudation is 
present as an increase in absorption 
may occur. | 

Adverse Reactions: As with other 
shampoos, oiliness or dryness of the 
hair and scalp may occur following 
use; there have been occasional re- 
ports of an increase in the amount of 
normal hair loss. Hair discoloration 
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Dome-Paste Bandage 


Modified Unna’s Boot 


Encourages healing of skin lesic 
contributes to patient's comfort 


Now a new 3-inch width...easy application for smaller limbs, f 
wrinkling problems than with fraying 
ages, greater economy. 


1 Also in standard 4-inch width with nonraveling, thread-locked edge 
C Both sizes in 10-yard rolls; neutral-colored, rayon-reinforced for stre 
O Uniformly impregnated with zinc oxide, gelatin, calamine. 
C] Each roll sealed in a polyethylene bag to 

preserve freshness. Dome Lan 


O Always ready for immediate use. Division Miles Labo 
— West Haven Conne 





n double-blind, parallel studies," Topicort? (desoximetasone) 
mollient Cream 0.25% demonstrated greater efficacy than 
letamethasone valerate cream 0.1% in the two most common 
orticosteroid-responsive dermatoses. 
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“Data on file and available upon request 


from Hoechst-Roussel Pharmaceuticals Inc. 


Less than 1% incidence 
of side effects. 

Of 488 patients in the clinical 
trials, side effects were seen 

in only 4 (0.8%).* And 

in 2 of the 4 patients, the 
relationship of side effects to 
the drug was uncertain. 


The convenience of 

b.i.d. dosage. And 

the uniqueness of a 

preservative-free, 

emollient cream base. 

The specially developed, 

preservative-free Topicort base 

combines the emollience of an 

ointment with the cosmetic 
eptability of a cream in a 

r-in-oil emulsion. This 
makes Topicort (desoximetasone 
especially useful in psoriatic anc 





TOPICORT 


DESOXIME IASONE 
EMOLLIENT CREAM( 


An important innovation from the research laboratories of 
M3 Hoechst-Roussel Pharmaceuticals Inc. 


Please consult full prescribing information on following page. 
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Description: Topicort® (desoximetasone) 
Emollient Cream 0.2596 contains the active 
synthetic corticosteroid desoximetasone. 
Thechemical name of desoximetasone is 

9a - fluoro - 118, 21 - dihydroxy - 16a - 
methylpregna - 1,4 - diene-3,20-dione. 
The chemical structure is: 


CH3 





Each gram of Topicort® (desoximetasone) 
Emollient Cream 0.25% contains 2.5 mg 
desoximetasone in an emollient cream 
consisting of isopropy! myristate, 
cetylstearyl alcohol, white petrolatum, min- 
eral oil, lanolin alcohol and purified water. 
Actions: Topicort® (desoximetasone) 
Emollient Cream is primarily effective be- 
cause of its anti-inflammatory, antipruritic 
and vasoconstrictive actions. 
Indications: Topicort? (desoximetasone) 
Emollient Cream is indicated for the relief 
of inflammatory manifestations of 
corticosteroid-responsive dermatoses. 


-Contraindications: Topical steroids are 


contraindicated in vaccinia, varicella, and 
in those patients with a history of hyper- 
sensitivity to any of the components of the 
preparation. This preparation is not for 
ophthalmic use. 

Precautions: |f local infection exists, suit- 
able concomitant antimicrobial or antifun- 
gal therapy should be administered. If a 
favórable response does not occur 
promptly, application of the corticosteroid 
should be discontinued until the infection 
is adequately controlled. 

Although systemic side effects associated 
with absorption of topical corticosteroid 
preparations are rare, their possible oc- 
currence must be kept in mind when these 
preparations are used over large areas or 
for an extended period of time, or if occlu- 
sive technique is used. 

If irritation or sensitization develops, the 
preparation should be discontinued and 
appropriate therapy instituted. 

Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use during 
pregnancy has not been absolutely estab- 
lished; therefore, they should not be used 
extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 
Adverse Reactions: The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, ir- 
ritation, striae, skin atrophy, secondary in- 
fection, dryness, folliculitis, hypertrichosis, 


acneform eruptions and hypopigmentation. 


The following may occur more frequently 
with occlusive dressings: maceration of 
the skin, secondary infection, skin atrophy, 
striae, and miliaria. 

Dosage and Administration: Apply a thin 
film of Topicort® (desoximetasone) Emol- 
lient Cream 0.2596 to the affected skin 
areas twice daily. Rub in gently. 

How Supplied: Topicort® (desoxi- 
metasone) Emollient Cream 0.25% is 


' supplied in 15- and 60-gram tubes. 
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(. 2 PHARMACEUTICALS INCORPORATED 
à SOMERVILLE, NEW JERSEY 08876 
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The 1977 edition of General Prin- 
ciples of Blood Transfusion is 
available from the American Medical 
Association. Completely revised and 
updated, this exceptional overview 
brings you the best of informed opin- 
ion and experience in the field of 
transfusion. 


Among the topics listed in the 
table of contents are: 


e Responsibility of the Clinician 
in the Transfusion Service 

e Clinical Indications for the Use 

of Red Cell Concentrates 

Management of Shock 

Massive Transfusions 

Autotransfusions 

Management of Hemorrhagic 

Diseases 


General Principles of Blood Transfu- 
sion is the only book of its type. If you 
order blood or blood components for 
your patients, you need this 
authoritative text. Use the coupon to 
order your copy today! $3.00 
Order Department OP-267 S/J 
American Medical Association 

535 N. Dearborn Street 

Chicago, IL 60610 

Please send copy(ies) of General 
Principles of Blood Transfusion, OP-267, 
at $3.00 each. 
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0.05% 
BY PRESCRIPTION ONLY 

Before prescribing, please consult com- 

plete product information, a summary of 

which follows: 


tretinoin 


Indications: RETIN-A is indicated for top- 
ical application in the treatment of acne vul- 
garis, primarily grades |, Il, and IIl in which 
comedones, papules, and pustules pre- 
dominate. It is not effective in most cases of 
severe pustular and deep cystic nodular 
varieties (acne conglobata). 


Contraindications: Use of the product 
should be discontinued if hypersensitivity to 
any of the ingredients is noted. 


Warnings: RETIN-A Brand tretinoin should 
be kept away from the eyes, the mouth, an- 
gles of the nose, and mucous membranes. 
Topical use may induce severe local 
erythema and peeling at the site of applica- 
tion. If the degree of local irritation warrants, 
patients should be directed to use the medi- 
cation less frequently, discontinue use 
temporarily, or discontinue use altogether. 
Tretinoin has been reported to cause severe 
irritation on eczematous skin and should be 
used with utmost caution in patients with 
this condition. 


Precautions: Concomitant topical medica- 
tion should be used with caution, because 
of possible interaction with tretinoin. Particu- 
lar caution should be exercised in using 
preparations containing peeling agents 
(such as sulfur, resorcinol, benzoyl 
peroxide, or salicylic acid) with RETIN-A. It 
is also advisable to "rest" a patient's skin 
until the effects of peeling agents subside 
before use of RETIN-A is begun. 


Exposure to sunlight, including sunlamps, 
should be minimized during the use of 
RETIN-A and patients with sunburn should 
be advised not to use the product until fully 
recovered because of heightened suscepti- 
bility to sunlight as a result of the use of 
tretinoin. Patients who may be required to 
have considerable sun exposure due to oc- 
cupation should exercise particular caution. 
Other weather extremes, such as wind and 
cold, also may be irritating to patients under 
treatment with tretinoin. 


Similar precautions are advisable with re- 
gard to the use of medicated or abrasive 
soaps and cleansers, soaps and cosmetics 
that have a strong drying effect, and prod- 
ucts with high concentrations of alcohol, as- 
tringents, spices, or lime. 


If medication is applied excessively, no more 
rapid or better results will be obtained and 
marked redness, peeling, or discomfort may 
occur. 

How Supplied: RETIN-A Brand tretinoin is 

supplied as: 

1. A 0.025% gel in tubes of 15 grams and 45 
grams. 

2. A 0.1% Cream in tubes of 20 grams and 
0.0596 Cream in tubes of 20 grams and 
45 grams. 

3. A 0.05% liquid in amber bottles contain- 
ing 28 ml. 

4. Foil-covered swabs saturated with the 
0.05% liquid, in boxes of 30. 
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tretinoin 005% I3 


Contains: Tretinoin 0.0596, stearic acid, isopropyl 
myristate, polyoxyl 40 stearate, stearyl alcohol, 
vic acid, butylated hydroxytoluene, 





xanthan gum, sor 





Now, with one prescription for 45 grams of Retin-A Brand 
tretinoin 0.0576 Cream, you can provide your patient with 
enough medication to bring the acute phase of acne vul- 
garis* under control. 


Like the widely used 45 g. tube of Retin-A Gel, this eco- 
nomical size can also be used in a follow-up prescription 
for months of maintenance and is an especially practical 
size for covering large areas such as the back. While the 
needs of patients do vary, the advantage of writing a 
prescription for the new economical 45 g. tube will apply to 
many of your patients. 


The economical and convenient 45 g. tube. One prescrip- 
tion that can usually take your patient from the acute phase 
to maintenance. 
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Instructions for Authors 


Send manuscripts by first-class mail to the Chief Editor, John H. 

Epstein, MD, 450 Sutter St, San Francisco, CA 94108. Manuscripts 
are received with the understanding that they are not under 
simultaneous consideration by another publication. Accepted 
manuscripts become the permanent property of the ARCHIVES and 
may not be published elsewhere without permission from the 
publisher (AMA). 
. In addition, in view of The Copyright Revision Act of 1976, effective 
Jan 1, 1978, transmittal letters to the editor should contain the 
following language: *In consideration of the American Medical Asso- 
ciation's taking action in reviewing and editing my submission, the 
author(s) undersigned hereby transfers, assigns, or otherwise conveys 
all copyright ownership to the AMA in the event that such work is 
published by the AMA." We regret that transmittal letters not 
containing the foregoing language signed by all authors of the 
submission will necessitate delay in review of the manuscript. 


Author Responsibility.—All accepted manuscripts are subject to 
copy editing. The author will receive an edited typescript rather 
than galley proofs for approval. The author is responsible for all 
statements in his work, including changes made by the copy 
editor. 

Designate one author as correspondent and provide his address 
and telephone number. Order reprints at the time the typescript is 
returned after editorial processing. Specify address to which 
requests for reprints should be sent. 


Manuscript Preparation.—Submit an original typescript and two 
high-quality copies of the entire manuscript. All copy (including 
references, legends, and tables) must be typed double-spaced on 22 
x 28-cm (82 x 11-inch), heavy-duty white bond paper. Ample 
margins should be provided. 

Refer to patients by number (or, in anecdotal reports, by 
fictitious given names). Real names or initials should not be used 
in the text, tables, or illustrations. 


Titles.—Titles should be short, specific, and clear. They should 
not exceed 42 characters per line, including punctuation and 
spaces, and be limited to two lines, if possible. The title page 
should include the full names and academic affiliations of all 
authors, the address to which requests for reprints should be sent, 
and, if the manuscript was presented at a meeting, the name of 
the organization, place, and date on which it was read. 


Style of Writing.—The style of writing should conform to accept- 
able English usage and syntax. Slang, medical jargon, obscure 
abbreviations, and abbreviated phrasing are to be avoided. 


Informed Consent.—Manuscripts reporting the results of experi- 
mental investigations of human subjects must include a statement 
to the effect that informed consent was obtained after the nature 
of the procedure(s) had been fully explained. 


Abstract.—Provide an abstract (135-word maximum) of the arti- 
cle, including statements of the problem, method of study, results, 
and conclusions. The abstract replaces the summary. 


References.— List references in consecutive numerical order (not 
alphabetically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited in 
the text or tables. Unpublished data and personal communications 
should not be listed as references. References to journal articles 
should include (1) author(s), (2) title, (3) journal name (as abbre- 
viated in Index Medicus), (4) volume number, (5) inclusive page 
numbers, and (6) year, in that order. References to books should 
include (1) author(s), (2) chapter title (if any), (3) editor (if any), (4) 
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title of book, (5) city of publication, (6) publisher, and (7) year. 
Volume and edition numbers, specific pages, and name of trans- 
lator should be included when appropriate. The author is respon- 
sible for the accuracy and completeness of the references and for 
their correct text citation. 


Metrication.— All measurements must be in metric units. English 
units may also be given parenthetically if the measurements were 
originally done in English units. 


Illustrations.—Use only those illustrations that clarify and 
augment the text. Submit illustrations in duplicate, unmounted 
and untrimmed. Do not send original artwork. Send high-contrast 
glossy prints (not photocopies). Figure number, name of senior 
author, and arrow indicating "top" should be typed on a gummed 
label and affixed to the back of each illustration. All lettering must 
be legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain should be 
provided when pertinent. Illustrations should preferably be in a 
proportion of 12.5 x 18 em (5 x 7 inches). 

An experienced medical illustrator should be employed when- 
ever possible for the preparation of all artwork. Template 
lettering or preset type is preferred to hand-lettered labels. If 
halftone artwork with labels is submitted, affix type and leaders 
to a clear acetate overlay registered to the base drawing. Labels 
and leaders should be applied directly to the drawing board 
surface if the artwork consists only of line ink technique. 

Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARCHIVES will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be borne 
by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author’s share is $275.00 for up to six square- 
finished illustrations that can be arranged on a one-page layout. 
Any additional illustrations or special effects will be billed to the 
author at cost. Positive color transparencies (35 mm preferred) 
must be submitted for an evaluation. Do not send color prints 
unless accompanied by original transparencies. All transparencies 
should be carefully packed and sent with the manuscript. 


Legends.—Legends should be typed double-spaced, beginning on 
a separate sheet of paper. Length should be limited to a maximum 
of 40 words. 


Photographic Consents.—A letter of consent must accompany all 
photographs of patients in which a possibility of identification 
exists. It is not sufficient to cover the eyes to mask identity. 


Acknowledgments.— Illustrations from other publications must be 
acknowledged. Include the following when applicable: author(s), 
title of article, title of journal or book, volume number, page(s), 
month, and year. The publisher's permission to reprint should be 
submitted to the ARCHIVES after the manuscript has been formally 
accepted. 


Statistical Review.—Manuscripts containing statistical evalua- 
tions should include the name and affiliation of the statistical 
reviewer. 


Tables.—Each table should be typed double-spaced, including all 
headings, on a separate sheet of 22 x 28-em (8% x 11-inch) paper. 
Do not use larger size paper. If a table must be continued, use a 
second sheet and repeat all heads and stubs. Each table must have 
a title. 
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eWIDE-RANGE ANTIMICROBIAL ACTIVITY 
e SAFE AND NON-IRRITATING 
BRP RGANTAS TTD EFFECTIE 
AS A SURGICAL ASA AS A SKIN WOUND 
SCRUB HANDWASH CLEANSER 


STUART PHARMACEUTICALS 
Division of ICI United States Inc. 
Wilmington, DE 19897 
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Florone OINTMENT l 
Florone crea l 


diflorasone diacetate 005% a 





A NEW HIGH-POTENCY TOPICAL STEROID 
IN SATURATED SOLUTION'—NOT A SUSPENSION— a 
FOR ENHANCED PENETRATION TO THE LESION E 


zr Yk Ana Optimized Florone z 
Effective in psoriasis and eczematous dermatoses vehicles enhance steroid * 
Both Florone Ointment and Florone Cream have been penetration to the lesion 2 

Both Florone Ointment and - 


extensively studied at varying daily dosage applications and 
have been shown equieffective to other topical corticoste- 
roids in psoriasis and most eczematous dermatoses includ- 
ing atopic dermatitis, neurodermatitis, contact dermatitis, 


Florone Cream vehicles are 
optimized; that is, Florone 
is present not only as a 
solution but as a 
saturated solution. 















nummular dermatitis, and seborrhea. N ES 
Why steroid-responsive dermatoses RES. FEE S 5 
respond to Florone E boih Florone ES 
The intrinsic anti-inflammatory potency of Florone, a new formulations, and the fact a A 
fluorinated steroid, is unsurpassed by any topical cortico- blest ils d E 
steroid now available. Penetration of this potent and lipo- = = 
philic steroid to the lesion is enhanced because the Florone aca dil hag i M os E 
delivery systems have been optimized. dssolvng drug in th E 
vehicle E. 
Free of parabens E 
Both Florone Ointment and Florone Cream formulations are X 


free of potentially sensitizing parabens. 

Systemic absorption is normally not a clinical problem. If 
extensive areas are to be treated, precautions should be | 
taken, since increased systemic absorption may occur. | 


Florone Ointment: 15 and 30 gram tubes 
A highly lubricating formulation recommended for dry 
and scaly lesions. 


Florone Cream: 15 and 30 gram tubes 






(b) enhances the release 
of Florone from the vehicle 
to the skin 





(c) enhances the rate 
of diffusion of Florone into 
the skin 


Recommended for moist lesions or moist body areas. L 
*The clinical significance of topical steroid formulations E 
in saturated solutions has not been ascertained. A 
D 


Please see next page for brief summary 


of prescribing information. © 1978 The Upjohn Company 
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a dosage choice 
for common 
steroid-responsive 
dermatoses 


NEW : 
F lorone OINTMENT 
® 
| © CREAM 
diflorasone diacetate 005% 


Indications 
Topically as adjunctive therapy for inflammation in 
steroid-responsive dermatoses. 


Contraindications 
Contraindicated in vaccinia, varicella, and those patients 
with hypersensitivity to any of the components. 


Precautions 

If irritation develops, discontinue and treat appropriately, If 
infection is present, use with appropriate therapy or 
withhold steroid until infection is controlled. If extensive 
areas are treated, take precautions against systemic 
absorption. Do not use extensively, in large amounts, or 
for prolonged periods in pregnant women. Not for oph- 
thalmic use. 


Occlusive dressing increases percutaneous absorption; 
extensive use may cause systemic effects. If large areas 
are treated, use sequentially and observe patient closely. 
May cause steroid withdrawal. Discontinue if body tem- 
perature rises, sensitivity reaction or infection develops. 


Adverse Reactions 

Burning, itching, irritation, striae, skin atrophy, secondary 
infection, ‘dryness, folliculitis, hypertrichosis, acneform 
eruptions, and hypopigmentation. With occlusive dress- 
ings: maceration of the skin, secondary infection, skin 
atrophy, striae, and miliaria. 


Dosage and Administration 
Ointment: Apply one to three times daily. 
Cream: Apply two to four times daily. 


How Supplied 
Ointment or Cream 0.05% in 15 and 30 gm tubes. 


CAUTION: Federal law prohibits dispensing without pre- 
scription. 


MED B-1-S — J-5902-4 September 1978 


The Upjohn Company 
Kalamazoo, Michigan 49001 








QE, A safe, 
economical method 
of permanent 

hair removal— 
from face, legs, body 


To save valuable office time, 
you can confidently recommend 
Perma Tweez to your patients 
for their home use. 


e Battery-operated instrument self- 
sterilizes when current flows. 


Patented self-correcting needle. 


No-puncture safety feature helps 
prevent infection. 


€ Proved clinically safe 
(report on request). 


poe = æm FOR PHYSICIAN ORDERING =m um mm um - 


GENERAL MEDICAL CO., Dept D-101 
1935 Armacost Ave. 
West Los Angeles, CA 90025 
30 DAY FREE TRIAL EXAMINATION. 
(May be returned with no obligation.) 

[] PERMA TWEEZ $19.95 

[] ATTACHMENT $3.00 

(for treating others) 
C] INVOICE AFTER 30 DAYS 
[] CHECK ENCLOSED 
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ACNEAID 
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-— Detergent Soap — 
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Contains nothing that will liter | 
your acne regimen. | 


No sulfur, no salicylic acid, no mean 
Acne-Aid® Detergent Y mea 





ion, no perfume. mod 






pure and simple. * E Y 
You can recommend it with eventyounme@st aggressive 
therapeutig measures, such as tretinoin oh PanOxyl?. . 
where many medicated soaps may be contraindicated. 
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N| soaps for dry 
KIN are not alike... 
-101-100 "40/7 


ilatum Soap is an old dry skin cleanser with an exciting 
concept! 


l e there are several newer cleansers now available, most 
tain hydrogenated oils, lanolin or mineral oil to provide 
olliency. 


ew evidence’, reported in the British Journal of Derma- 
logy, suggests that a formula rich in linoleic acid “rapidly 
stored to normal the abnormally high rates of transepi- 


erge! water loss: 
| m Soaps pure vegetable oil is rich in this same 


oTeic acid! 


dditionally, Oilatum Soap is available in two forms—scented 
d unscented. Most dry skin cleansers don't offer you 

is choice...one which assumes considerable importance 
en you have to consider the problem of patient 

insitivity to perfumes. 


S7/tFEL 
ogical Dermatologicals 


jefel Laboratories, Inc., 
Oak Hill, N.Y. 12460 


Prottey, C.; Hartop, P. J.; Black, J. G. and McCormack, J.1.: The 
epair of impaired epidermal barrier function in rats by the cuta- 
eous application of linoleic acid. Brit. J. Derm., 94, 13-21,1976 





est for the care or ary, 
or premature aging 


or wrinkled skin... 
DUE TO EPI DERNAN, 














WRITE FOR SAMPLES 








PPLIED: 2 OZ. TUBES 
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DOAK PHARMACAL CO.,INC. WESTBURY, N.Y. 11590 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4P2B5, QUEBE( 








ECT UT UTE 
Contraindications: Hypersensitivity to hydroxyzine. Hydroxyzine, when administered 
to the pregnant mouse, rat, and rabbit, induced fetal abnormalities in the ratatdoses - 
substantially above the human therapeutic range. Clinical data in human beingsare — 
inadequate to establish safety in early pregnancy. Until such data are available, — c4 
hydroxyzine is contraindicated in early pregnancy. - | Jo tara S 
Precautions: Hydroxyzine may potentiate the action of central nervous system .  —.- | 
depressants such as meperidine and barbiturates. In conjunctive use, dosage EDT 3 
| gs should be reduced. Because drowsiness may occur, patients uw 
onec »rating dangerous machinery. 
Reactions: Drowsiness may occur; if so, if is usually transitory and may disappear 
s of continued therapy or upon € losage reduction. Dryness of the mouth 
gher doses. Involuntary Me or ax tivity, including rare instances of tremor 
ns, has beer reported, ust ally with higher than recommended dosage. 
containing 40 mg nydro yzine hydrochloride, 100's and 500’s; Tablets, 
100's, 500's; and Unit Dose (40 x 10's); Tablets, containing 
rup, containing Yi 
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«gg i : A division of Pfizer Pharme 
‘administering, see package circular. New York, New York 10017 
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TABLETS: 40 mg, 25 mg, 50 mg, and 100 mg SYRUP: 40 mg per 5 ml, ethyl alcohol 0.596 v/v 


e rapid antianxiety action 


edemonstraied | — Li. 
antihistaminic/antipruritic activity 











8/15/68— The patient was a 29-year-old woman who 
had undergone multiple excisions of basal cell car- 
cinomas since 1958, which accounts for the scar tissue 
seen in these photographs. Two superficial, scaly, 
reddish patches were present on the right shoulder. 

A 1-mm punch biopsy performed on one of the lesions 


confirmed a diagnosis of superficial basal cell 


carcinoma. Treatment with twice daily applications of 
Efudex (fluorouracil) 596 Cream was begun on 9/5/68. 





in patients with multiple lesions or difficult treatment sites 


93% Success Rate on 113 Lesions in 54 Patients 


Before prescribing, please consult com- 
plete product information, a summary of 
which follows: 

Indications: Multiple actinic or solar 
keratoses. In 5% strength, superficial basal 
cell carcinoma when conventional methods 
are impractical, such as with multiple lesions 
or difficult treatment sites. Establish diagnosis 
before treating, as this method has not been 
proven effective in other types of basal cell 
carcinomas. Conventional techniques pre- 
ferred for isolated, easily accessible lesions, 
as success rate is nearly 100%. Success rate 
with Efudex is about 93%. 
Contraindications: Patients with known 
hypersensitivity to any of its components. 
Warnings: If occlusive dressing is used, may 
increase inflammatory reactions in adjacent 
normal skin. Avoid prolonged exposure to ul- 
traviolet rays. Safe use in pregnancy not es- 
tablished. 

Precautions: If applied with fingers, wash 
hands immediately. Apply with care near eyes, 
nose and mouth. Solar keratoses failing to re- 
spond should be biopsied. Warn patients that 
treated area may be unsightly during therapy 
and sometimes for several weeks after. Per- 
form follow-up biopsies in superficial basal 
cell carcinoma. 


Adverse Reactions: Local—pain, pruritus, 
hyperpigmentation and burning at application 
site most frequent; also dermatitis, scarring, 
soreness, tenderness, suppuration, scaling 
and swelling. Also reported—insomnia, 
stomatitis, irritability, medicinal taste, photo- 
sensitivity, lacrimation, telangiectasia, 
leukocytosis, thrombocytopenia, toxic granu- 
lation and eosinophilia. 

Dosage and Administration: When Efudex 
is applied erythema occurs, then vesiculation, 
erosion, ulceration, necrosis, epithelization. 
Actinic or solar keratosis—apply sufficient 
quantity to cover lesions, twice daily. Usual 
length of therapy is 2 to 4 weeks. Superficial 
basal cell carcinomas—apply sufficient quan- 
tity (only 5% strength recommended) to 
cover lesions, twice daily. Continue treatment 
for at least 3 to 6 weeks, but possibly as long 
as 10 to 12. 

How Supplied: Solution, 10-ml drop dispen- 
sers containing 2% or 5% fluorouracil on a 
weight/weight basis. Cream, 25-Gm tubes 
containing 596 fluorouracil in a vanishing 
cream base. 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 


Be - d , 





10/3/68— The typical inflammatory 12/19/68— Complete healing, with 3/13/73— Follow-up examination 


response appeared promptly, and excellent cosmetic results, had oc- more than four years after discon- 
treatment was discontinued after four | curred within the ten weeks following | tinuation of therapy indicated no re- 
weeks when gross examination indi- termination of therapy. Biopsy re- currence of malignancy. Cosmetic 
cated that no further malignancy was | vealed no further evidence of malig- results with Efudex (fluorouracil) 596 
present. nancy. Cream were acceptable. 


Efudex (fluorouracil) 59o Cream 


li effective topical therapy for multiple lesions 
or difficult treatment sites 
However, conventional methods are preferred for 
single lesions or those in easily accessible locations. 

ll cosmetically desirable final results, with 
minimal if any scarring 
Patients should be told that the lesion, and possibly 
some of the surrounding skin, may become 
temporarily inflamed during therapy. 

ll a proven cytotoxic agent, with no systemic 
toxicity when used properly 

E b.i.d. application is convenient and 
economical for your patient 


Efudex5% cream 


fluorouracil/Roche 


C ROCHE THE TOPICAL ALTERNATIVE FOR SUPERFICIAL 
BASAL CELL CARCINOMA 





One tablet/once a day for 
enhanced patient compliance 


The new one-a-day convenience of improved, 
ultramicrosize FULVICIN P/G helps maintain treatment 
and prevent missed doses. 


One-half the dose 


Therapeutic effectiveness— enhanced G.I. stecrib ul 

makes it possible for 250 mg. of FULVICIN P/G to 
effectively replace 500 mg. of microsize griseofulvin. 
This is due to a special process by which ultramicrosize 
griseofulvin crystals, dissolved in P/G (polyethylene 
glycol), are dispersed throughout the tablet. 


significant savings to patients 


New, improved FULVICIN P/G is up to 35 per cent less 
expensive per dose than all microsize griseofulvin 
formulations* 





"Other Ultramicrosize 





(Shown actual size) 
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New Ultramicrosize 
FULVICIN P/G 
250 mg. tablet 


griseofulvin 
125 mg. tablet 


Easy-to-swallow tablets 


Compare the size of the new 250 mg. tablet of FULVICIN 
P/G with the two-a-day 125 mg. tablet of the other 
ultramicrosize griseofulvin. 


flexibility 


New, improved FULVICIN P/G is the only ultramicrosize 
griseofulvin to offer two strengths—125 mg. and 250 mg. 
tablets—for easy dose’ RRON, And for added flexibility, 
the tablets are scored. - 
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FULVICINDG 


GRISEOFULVIN ULTRAMICROSIZE 
Tablets 


Clinical Considerations: INDICATIONS FULVICIN P/G Tablets are 

indicated for the treatment of ringworm infections of the skin, hair. 

and nails, namely: tinea corporis, tinea pedis, tinea cruris. tinea 

barbae, tinea capitis, tinea unguium (onychomycosis) when caused 

by one or more of the following genera of fungi: Trichophyton 

rubrum, Trichophyton tonsurans, Trichophyton mentagrophytes 

Trichophyton interdigitale, Trichophyton verrucosum. Trichophyton 

megninil, Ling A gallinae, Trichophyton crateriforme, Trichophy- 

ton Sulphureum, Trichophyton schoenleinii, Microsporum audouinii 

Microsporum canis, Microsporum gypseum, and Epidermophyton 

floccosum. Note: Prior to therapy, the type of fungi responsible for 

the infection should be identified. The use of this drug is not justified 

in minor or trivial infections which will respond to topical agents 

alone. Griseofulvin is not effective in the following: bacterial infec- 

tions, candidiasis (moniliasis), histoplasmosis, actinomycosis, 

Sporotrichosis, chromoblastomycosis, coccidioidomycosis, North 

American TE tococcosis (torulosis), tinea versicolor, 

and nocardiosis. CONTRAINDICATIONS This drug is contraindi- 

cated in patients with porphyria, hepatocellular failure, and in indi- 

viduals with a history of sensitivity to griseofulvin. WARNINGS 

Prophylactic Usage: Safety and efficacy of griseofulvin for pro- 

phylaxis of fungal infections have not been established. Animal 

p iur poe of dng il at rah ranging from . 
“2.0% Of the diet resulted in the development of liver tumors in k f 

Several strains of mice, particularly in males. Smaller particle sizes a q u i C re e re n ce 

En enhanced es Lower y Page orea gava not poon ; á 

tested. Subcutaneous administration of relatively small doses of gris- t th AMA i | t 

eofulvin once a week during the first three weeks of life has also O e S arge CO ec ion 

en dte to induce ege, je Aris studies in A > 

other animal species have not yielded evidence of tumorogenicity. 

these studies were not of adequate design to form a basis for conclu- of med i ca i fi } m S 

sions in this regard. In subacute toxicity studies, orally administered 

griseofulvin produced hepatocellular necrosis in mice. but this has 

ux n pes in o AC. eae orm bikie i 

ism have been reported in griseofulvin-treated laboratory animals d t f 

Griseofulvin has been reported to have a colchicine-like effect on an { S yours ree 

mitosis and Gain genes) with dt yi in Pa z 

tumor induction in laboratory animals. Usage in Pregnanc e 

safety of this drug during pregnancy has not been established With the coupon below 

Animal Reproduction Studies: It has been reported in the literature 

that griseofulvin was found to be embryotoxic and teratogenic on oral 

administration to pregnant rats. Pups with abnormalities have been 


orted in the litters of a few bitches treated with griseofulvin. , e : . . 
Additional animal reproduction Studies are i ardores Seoul You'll find nearly 100 pages of on loan basis for a slight service 
of spermatogenesis has been reported to occur in rats. but investi- medical motion pictu re titles and charge. 


pn in man failed to confirm this. PRECAUTIONS Patients on pro- ST. et 3 : 
onged therapy with any potent medication should be under close descriptions in this new catalog— 
observation. Periodic monitoring of organ system function, including : 
renal. hepatic. and hematopoietic. should be done. Since priseo: well over 300 titles and many of 
fulvin is derived from species of Penicillium. the possibi ity of cross : 
sensitivity with penicillin exists; however, known penicillin-sensitive them brand new! All are available 
patients have been treated without difficulty. Since a photosen- 
Sitivity reaction is occasionally associated with griseofulvin 
meray, patients should be warned to avoid exposure to intense 
natural or artificial sunlight. Should a photosensitivity reaction occur, 
lupus erythematosus may be aggravated. Griseofulvin decreases the 
activity of warfarin-type anticoagulants so that patients receiving 
these oe concomitantly may require dosage adjustment of the 
anticoagulant during and after griseofulvin therapy. Barbiturates 
uSually depress griseofulvin activity, and concomitant administra- 
tion may require a dosage adjustment of the antifungal agent 
ADVERSE REACTIONS When adverse reactions occur. they are 
most commonly of the hypersensitivity type, such as skin rashes. 
urticaria, and rarely. angioneurotic edema. and may necessitate 
withdrawal of therapy and appropriate countermeasures. Pares- 
thesias of the hands and feet have been reported rarely after 
extended therapy. Other side effects reported occasionally are oral 
thrush, nausea, vomiting, epigastric distress, diarrhea. headache. 
fatigue, dizziness, insomnia, mental confusion, and impairment of 
E ormance of routine activities. Proteinuria and leukopenia have 
een reported rarely. Administration of the drug should be discon- 
tinued if granulocytopenia occurs. When rare. serious reactions 
occur with griseofulvin, they- are ua associated with high 
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American Medical Association S/J 
535 N. Dearborn St. 

Chicago, Ill. 60610 

ATTN: Dept. of Audio Visual 

Self Learning Programs. 


Please send me your catalog: 
AMA Medical Health Film Library 
1976 





dosages, ng periods of therapy or both. HOW SUPPLIED N e 
FULVICIN P/G Tablets, 125 mg.. white, compressed. scored tablets am 
impressed with the Schering trademark and product identification 

numbers, 228; bottle of 100. FULVICIN P/G Tablets. 250 mg., white, Title 
compressed, scored tablets impressed with the Schering trademark 


and product identification numbers, 507: bottle of 100. Store at 
controlled room temperature 59°F to 86°F (15°C to 30°C). 

10705266 JANUARY 1978 
For more complete details, consult package insert or Schering lit- 


Organization 








erature available from your Schering Representative or Profes- 
sional Services Department, Schering Corporation, Kenilworth, Address 
New Jersey 07033. k 
City 
State/Zip 
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"Coal Tar. For centuries this crude 
mixture has been used in skin therapv, but 
its active fractions have not yet been defined.” 


you consider 
al tar therapy, 
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all its active 
fractions intact! 





For Patient Starters 

Call Toll-Free 

(800) 523-6674 

(water miscible and washable emulsion 
of 30% standardized whole coal tar) 





(1% standardized whole coal tar 


Dermik Laboratories, Inc. A > : 
Fort Washington, PA 19034 in a pleasant antiseptic shampoo base) 


"Drake, T, Maibach, H: Modern Medicine 90-96, August 1, 1975 


lc Atopic D-rmatitis 
a place for water? 


The most important factor in the management of 
patients with atopic dermatitis is keeping the skin moist, 
according to members of a panel discussing the 
disease at a conference on dermatologic practice held 
at the University of North Carolina School of Medicine. 
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AQUATAIN ` IM 
. Hydrophilic 
Base 





e May help keep treatment areas supple and smooth | 


during atopic 


therapy 


e ^ hydro ophilic C vehicle that patients like. 77-10096 of the a 


134 patients in 4 different studies commented Mad 
on the non- drying effect of ARISTOCOF | 








RTO, A* 





eA proven steroid. Excellent or moderate: response i in 


83 of 86 











INDICATIONS: For retief of HE 
manifestations of corticosteroid-'esponsive 
dermatoses, 

CONTRAINDICATIONS: Viral skir diseases, 
such as varicella and vaccinia, hypersensi- 
tivity to any component (not for cphthalmic 
use} when circulation is markediy v impaired. 


2 | WARNINGS: Safety use in iind ancy has 


not been absolutely established. Do not use 


extensively, in large amounts, or for pro- 








PRECAUTIONS: if irritation. develops, dis- 
continue use and institute appropriate ther- 
-apy. in infections, use appropriate dr 
gr antibacterial agents; if a favorable 


longed periods of time in pregnant patients. 


abu eee not. occur promptly, discon- E 


*Data on file, Dept. of Medical Research Lederle Laboratories 1. Sk n and Allergy News, ee 1977. 


tinue the asso anti the infection 
is adequately controlled. if extensive areas 
are treated or the occlusive technique is 
used, increased systemic absorption of the 
corticosteroid may occur; take suitable 
precautions, 


ADVERSE REACTIONS: (iocal ) Purim 
itching, irritation, dryness, follicul um hyper- 
tnichosis, acneform eruption and hypopig- 
mentation. 

ARISTOCORT A CREAM: Each gram of 
ARISTOCORT A contains 0.25 mg. (0.025%), 
1 mg. (0.1%) or 5 mg. (0.5%) o the highly 
active steroid, Triamcinolone Acetonide (a 
sae of triámcinoloney in AQUATAIN, a 


SERI y formulated base composed of 


glycerin 


M atopic patients treated in 4 double-blind studie 
D mA wic ide choice of potency vehicle and pack | 








ede wax NF, isopropy! 
JSP, sorbitol solution USP. lactic 


acid, 2% benzyl. alcohol and purified water. 
AQUATAIN is non-staining, water-washable, 


Eo ee spermaceti-free and has 


a fight texture and consistency. 


LEDERLE LABORATORIES, 


A Division of American Cyanamid oar 
Pearl River, New York 10965 


449-B 
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Potency in 
lichen simplex 
chronicus 


Lichen simplex chronicus — with its circumscribed, lichenified 
pruritic lesions — remains an erratic, often difficult to control 
dermatosis. Accordingly, Lidex represents an excellent 
choice in the treatment of its inflammatory manifestations. 
Fluocinonide is 10096 dissolved in the Lidex base for optimal 
lesion penetration. It offers anti-inflammartory, vasoconstric- 
tive, antipruritic actions and is backed by a proven record 

of performance in dermatology. 

Available in a variety of forms and sizes to suit the needs of 
the individual patient. Cream, ointment, Topsyn" (fluocinonide) 
gel 0.05%, and Lidex*E (fluocinonide) 0.05% —a soothing 
emollient cream. 

The photomicrograph at left shows a cryofractured cross 
section of a lichen simplex chronicus lesion. Extensive 
hyperkeratosis (A) and acanthosis (B) are evident. Nuclei of 
keratinocytes appear in empty oval depressions. Note disor- 
ganized desquamation of superficial corneocytes. (Technique: 
color imposed on photomicrograph, magnified 130X.) 


Lidex 


(fluocinonide) 
QOS sn 
























SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 







































LIDEX" (fluocinonide) 
Cream and Ointment 0.05% 


LIDEX’-E (fluocinonide) 
Cream 0.0595 


TOPSYN'" (fluocinonide) 
Gel 0.05% 
Summary of prescribing information 
Description LIDEX cream 0.05%, LIDEX ointment 
0.05%, LIDEX-E cream 0.05%, and TOPSYN gel 0.05% 
contain the active compound fluocinonide. Fluocino- 
. nide, which is the 21-acetate ester of fluocinolone 
acetonide, has the chemical formula 6a, 9-difluoro-11£, 
Ga, 17, YE gates pian Loon ilie 4-diene-3, 20.dione, 
cyclic 18, 17-acetal with acetone, 21-acetate. 
LIDEX cream contains fluocinonide 0.5 mg/g in FAPG* 
cream, a specially formulated cream base consisting 
oist l aicohol, polyethylene glycol 6000, propylene 
glycol, 1,2,6-hexanetriol and citric acid. This white 
cream vehicle is greaseless, non-staining, anhydrous 
and completely water miscible. The base provides 
‘emollient and hydrophilic properties. In this formu- 
lation, the active ingredient is totally in solution. 
LIDEX ointment contains fluocinonide 0.5 mg/g in 
a specially formulated ointment base consisting of 
Amerchol CAB (mixture of sterols and higher alcohols), 
white petrolatum, propylene carbonate and propylene 
glycol. It provides the occlusive and emollient effects 
desirable in an ointment. In this formulation the 
active ingredient is totally in solution. 
LIDEX.E cream contains fluocinonide 0.5 mg/g in a 
water-washable aqueous emollient base Sn stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, citric acid 
. and purified water. 
-.. TOPSYN gel contains fluocinonide 0.5 mg/g in a 
. Specially formulated gel base consisting of propylene 
s propyl gallate, disodium edetate, and 
Carbopol 840 (carboxypolymethylene) with NaOH 
and/or HCI added to adjust the pH. This clear, color- 
less, thixotropic vehicle is greaseless, non-staining 
und completely water miscible. In this formulation, 
the active ingredient is totally in solution. 
Indications For relief of the inflammatory manifes- 
tations of corticosteroid-responsive dermatoses. 
Contraindications Topical steroids are contraindicated 
in vaccinia and varicella. Topical steroids are contra- 
indicated in those patients with a history of hyper- 
: sensitivity to any of the components of the preparation. 
Precautions If irritation develops, the cream, oint- 
^ ment or gel should be discontinued and appropriate 
. therapy instituted. 
.In the presence of an infection, the use of an appro- 
“priate antifungal or antibacterial agent should be 
; instituted. If a favorable response does not occur 
promptly, the corticosteroid cream, ointment or gel 
should be discontinued until the infection has been 
adequately controlled. 


If extensive areas are treated, the possibility exists of 
increased systemi absorption and suitable precau- 
ions should be taken. 

Although topical steroids have not been reported to 
have an adverse effect on pregnancy, the safety of 
heir use in pregnant females has not absolutely been 
established. Therefore, they should not be used exten- 
sively on pregnant patients, in large amounts or for 

: prolonged periods of time. 

These products are not for ophthalmic use. 


: Adverse reactions The following local adverse reac- 
tions have been reported with topical corticosteroids: 
burning sensations, folliculitis, itching, acneform 
ruptions, irritation, hypopigmentation, dryness, 
triae, secondary infection, skin atrophy. 

Dosage and administration A small amount should 
be gently massaged into the affected area three or 
our times daily, as needed. 

How supplied 

LIDEX Cream 0.05% — 15g, 30g and 60g tubes 

LIDEX Ointment 0.05% — 15g, 30g and 60g tubes 
-LIDEX.-E Cream 0.05% — 15g and 60g tubes 

-. TOPSYN Gel 0.05% —15g and 60g tubes 
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Repetabs" Tablets, brand of repeat-action tablet: 


Clinical Considerations: ° 
INDICATIONS 


Based on a review of this drug by the National 
Academy of Sciences—National Research Council 
and/or other information, FDA has classified the 
indications for CHLOR-TRIMETON REPETABS Tablets 
as follows: “Probably” effective: For perennial and 
seasonal allergic rhinitis; vasomotor rhinitis; allergic 
conjunctivitis due to inhalant allergens and foods: 
mild, uncomplicated allergic skin manifestations of 
urticaria and angioedema; amelioration of allergic 
reactions to blood or plasma; dermatographism; as 
therapy for anaphylactic reactions adjunctive to 
epinephrine and other standard measures after the 
acute manifestations have been controlled. 

Final classification of the less-than-effective indi- 
cations requires further investigation. 





CONTRAINDICATIONS Use in Newborn or Premature 
infants: This drug should not be used in newborn or pre- 
matute infants. 

Use in Nursing Mothers: Because of the higher risk of 
antihistamines for infants generally and for newborns and 
prematures in particular, antihistamine therapy is contrain- 
dicated in nursing mothers... 

Use in Lower Respiratory Disease: Antihístamines 
Should not be used to treat lower respiratory tract symp- 
toms, including asthma. 3 

Antihistamines are also contraindicated in the following 
conditions: hypersensitivity to chlorpheniramine maleate - 
and other antihistamines of similar chemical structure; 
monoamine oxidase inhibitor therapy. — 

WARNINGS Antihistamines should be used with consider- 
able caution in patients with: narrow angle glaucoma: 
stenosing peptic ulcer; pytoroduodenal obstruction; symp- 
tomatic prostatic hypertrophy; bladder neck obstruction. — 

Use in Children: in infants and children especially, anti- : 
histamines in overdosage may cause hallucinations, con- © 
vulsions or death. — 

As in adults, antihistamines may diminish mental alert- 
ness in children. In the young child particularly, they may 
produce excitation. . 

Use in Pregnancy: Experience with this drug in pregnant 
women is inadequate to determine whether there exists a 
potential for harm to the developing fetus. _ 

Use with CNS Depressants: Chlorpheniramine maleate 
has additive effects with alcohol and other CNS depres- 
sants (hypnotics, sedatives, tranquilizers, etc.). 

Use in Activities Requiring Mental Alertness: Patients 
should be warned about engaging in activities requiring 
mental alertness, such as driving a car or operating appli- 
ances, Machinery, etc. 

Use in The Elderly (approximately 60 years or older): 
Antihistamines are more likely to cause dizziness, seda- 
tion, and hypotension in elderly patients. 

PRECAUTIONS Chlorpheniramine maleate has an atropine- 
like action and therefore should be used with caution in 
patients with: a history of bronchial asthma: increased 
intraocular pressure; hyperthyroidism, cardiovascular dis- . 
ease. hypertension. E 
ADVERSE REACTIONS Slight to moderate drowsiness occurs ` 
relatively infrequently with chlorpheniramine maleate. 

Other possible side effects common to antihistamines in 
general include: 

General: urticaria, drug rash, anaphylactic shock, photo- 
sensitivity, excessive perspiration, chills, dryness of mouth, 
nose, and throat. 

Cardiovascular System: hypotension, headache, palpita- 
tions, tachycardia, extrasystoles. mE 

Hematologic System: hemolytic anemia, thrombocyto- 
penia, agranulocytosis. 

Nervous System: sedation, dizziness, disturbed coordi- 
nation, fatigue, confusion, restlessness, excitation, ner- 
vousness, tremor, irritability, insomnia, euphoria, paresthe- 
sias, blurred vision, diplopia, vertigo, tinnitus, acute 
labyrinthitis, hysteria, neuritis, convulsions. | 

Gastrointestinal System: epigastric distress, anorexia, 
nausea, vomiting, diarrhea, constipation. 

Genitourinary System: urinary frequency, difficult urina- 
tion, urinary retention, early menses. ] 

Respiratory System: thickening of bronchial secretions, 
tightness of chest and wheezing, nasal stuffiness. 

11046240 | Febuary 1977 | 
For more complete details, consult package insert or Schering 
literature available from your Schering Representative or — 
Professional Services age Schering Corporation, 
Kenitworth. New Jersey ; 


in depth studies 
of the health 

care systems of 
Britain and France 


How they operate 

and what they mean 
to users and to people 
who work in them. 


Britain's health care system is pre- 
dominantly nationalized. France of- 
fers its citizens a national health and 
social insurance plan. These compre- 
hensive references cover each system's 
evolution. . .operation. ..application... 

problems...achievements...and  per- 
sonnel. 


The French Health Care System 
(OP-460) costs $3.50; The British | 
Health Care System (OP-461), $7.50. 
The set is $10. To order your copies, - 
write Order Dept., AMA, 535 N. Dear- 
born St., Chicago, Ill. 60610. 
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Artists rendering of chlorpheniramine — 
maleate molecule —colorkey: — = 
carbon, red, chlorine, green; hydrogen 
yellow; nitrogen, blue, = 
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*This drug has been evaluated as “probably” effective. 
See Clinical Considerations section on opposite page. 
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Another vehicle revolutionized Benzoyl Peroxide... 
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:RSON & 
PERSON $ CINE reasons 


XERAC BP5* & XERAC BP10* 


oenzoyl peroxide hydrogel* 


ON & COVEY INC 


Free of alcohol or acetone, XERAC BP5* and XERAC BP10*, benzoyl 
peroxide hydrogel*, are an important advance for the patient unable to 
tolerate other gel bases. 


samples available on request. 


PERSON & COVEY INC. 
*TM Glendale, CA. 91901 U.S.A. 
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New penetrating vehicle provides 


Effective tetracycli n 


Effectiveness l 
made possible by unique 
new penetrating vehicle 


Topicycline’s effectiveness is made possible by 
its unique new vehicle that enhances delivery of 
tetracycline to the site of acne lesions in the skin. 
This vehicle consists of n-decyl methyl sulfoxide 
(an analog of DMSO) and sucrose esters in 
aqueous ethanol. In prototype form, it has been 
proven substantially more effective than aqueous 
ethanol in delivering tetracycline into normal 
skin and acne lesions (Fig. 1). 


Skin 
Surface 


acne 
lesion 











Fig. 1: Photomicrograph showing tetracycline penetration 
with a prototype Topicycline vehicle. Tetracycline 
fluorescence (yellow) appears throughout the entire lesion. 





A Product of 
Procter & Gamble Research 


Efficacy demonstrated 
in three controlled 
clinical studies" 


In these controlled studies, 256 patients with 
diagnosed acne vulgaris were randomly assigne 
to one of three treatment groups: Topicycline 
plus a placebo capsule b.i.d.: topically applied 
placebo liquid plus a 250-mg tetracycline 
hydrochloride capsule b.i.d.: or topically applie 
placebo liquid plus a placebo capsule b.i.d. 


No concomitant acne therapy was administered 


Overall acne severity was evaluated every 2—3 
weeks using a 0—8 point grading scale. Patients 
were considered to have responded to therapy 
if they exhibited improvement of at least one 
grade point relative to the pretreatment grade 
after 12-13 weeks of therapy. 


More than 7 out of 10 patients 
responded to therapy 


MM 


After 12—13 weeks of therapy, 64 of 85 patients 
(75% ) responded to Topicycline therapy, 
whereas 80 of 86 patients (93% ) responded to 
orally administered tetracycline therapy. 





erapy for acne in a 
safer, topical form 








Among patients responding to therapy, 
l'opicycline (tetracycline HCl for topical 
iolution) was equal to orally administered 
etracycline in reducing acne severity 

"or those patients responding to Topicycline 
herapy, the average reduction in acne severity 
elative to pretreatment grades was 48 % as 
compared to 47% for the group treated with 

ally administered tetracycline (Fig. 2). 


"ig. 2: Reduction in acne severity among 
jatients responding to therapy 


& Orally administered 
3 Topicycline tetracycline 
sor (applied b.i.d.) (250 mg b.i.d.) 


Average 96 
'eduction 

n acne 307 
severity vs. 
oretreatment 
jrade 





The results achieved with either Topicycline or 
orally administered tetracycline were significantly 
better than those obtained with placebo. 


Efficacy further con- 
firmed in seven open 
clinical studies" 


In seven open studies in which 300 patients were 
treated with Topicycline, improvement of atleast 
one grade point was noted in 244 patients (81406) 
after 13 weeks of therapy. Among those patients 
exhibiting such improvement, an average reduc- 
tion in acne severity of 4996 was obtained, 
closely paralleling the 4846 reduction observed 
in the controlled studies. 


Continued improvement 

with longer-term use 

In the 1 3-week studies noted above, 95 out of the 

300 patients remained on Topicycline therapy 

for 51 weeks, and further significant improvement : 

was noted (Fig. 3). 

Fig. 3: Reduction in acne severity 
among 95 patients 

on longer-term therapy 
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4 42 | 36 —— 44 51 
Weeks of therapy on Topicycline 


Available by prescription only 


Please see last page of this advertisement for a brief summary of prescribing information. 








ective tetracycline 





1 pi "um tetracycline levels only 7% as high 
s with orally administered tetracycline 





Thes serum 1 tetracycline level resulting from Lower potential for systemic side effects _ 
continuing b.i.d. use of Topicycline is 0.1 ug/ml The kinds of systemic side effects associated with 
or less. By comparison, an orally administered, oral or parenteral administration of tetracyclines 
divided dose of 500 mg of tetracycline hydrochlo- (e.g., various gastrointestinal complaints, vaginitis, 
ride per day results in a serum level of approxi- hematologic abnormalities, manifestations of 
mately 1.5 ug/ml (Fig. 4). systemic hypersensitivity reactions and dental and 


skeletal disorders) have not been observed with. 
Topicycline. Because of Topicycline’s topical — 
form of administration and its resultant low serum 
Orally administered levels, it is highly unlikely that such side effects will 
tetracycline occur from its use. Among the 733 patients treated 
(250 mg b.i.d.) with Topicycline under normal usage conditions 

m during clinical evaluation, there was one instance 
of severe dermatitis, followin g prolonged sun | 
exposure, which responded to stero TEES 


. Fig. 4: Comparison of serum tetracycline 
levels resulting from treatment with Topicycline 
or relly: administered tetracycline 
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lopicuciing 


tetracycline HO for topical solution) 


Packaged in a convenient 
applicator bottle... 


Ihe active ingredient and vehicle of Topicycline 
are combined by the pharmacist at the time of dis- 
sensing. As dispensed, the bottle contains 70 ml of 
nedication—about an 8-week supply for the 
iverage patient. The bottle’s specially designed 
]ual-purpose applicator top contains a premea- 
sured quantity of the active ingredient for consis- 
ently accurate constitution of the product by the 
pharmacist. It also permits the patient to apply 
Topicycline directly to affected areas of the skin. 





A Product of 
Procter & Gamble Research 








Acceptable 
to patients 


Topicycline was found convenient to use on a b.i.d. 
schedule by an overwhelming majority (95 96 ) of 
patients surveyed in the clinical studies. 

Patients on Topicycline therapy may continue 
their normal use of cosmetics. 

Transient stinging or burning and temporary 
superficial yellowing of the skin in areas of applica- 
tion will occasionally be experienced by most 
patients. However, any superficial yellowing can 
be eliminated by washing, and both of these 
occasional minor side effects were well 
tolerated in the clinical studies. 


References: 1. Blaney, D.J. and Cook, C.H.: Topical 
use of tetracycline in the treatment of acne, Arch. 
Dermatol. 112:971, 1976. 2. Smith, J.G., Jr. et al.: The 
effectiveness of topical and oral tetracycline for acne, 
South. Med. J. 69:695, 1976. 3. Unpublished data on 
file at Procter & Gamble. 4. Frank, S.B.: Topical 
treatment of acne with a tetracycline preparation: 
Results of a multi-group study, Cutis 17:539, 1976. 

5. Wechsler, H.L.: Acne treated with a topical tetra- 
cycline preparation: Results of a one-year multi-group 
study, Int, J. Dermatol. 17:237, 1978. 


Available by prescription only 


Please see last page of this advertisement for a brief summary of prescribing information. 


New from Procter & Gamble 


Effective 
tetracycline therapy 
for acne in a safer, 
topical form 


T a Us 2i 


(tetracucine HCI for topical solution) 





Description: 


TOPICYCLINE is a topical preparation containing 2.2 mg of 


tetracycline hydrochloride per ml as the active ingredient, as 
well as 4-epitetracycline hydrochloride and sodium bisulfite 
in a base of 40% ethanol, n-decyl methyl sulfoxide and su- 
crose esters. Each package supplies the patient with 70 ml of 
the medication containing 154 mg of tetracycline hydrochlo- 
ride. In order to maintain an effective concentration of tet- 
racycline hydrochloride, TOPICYCLINE contains sufficient 
4-epitetracycline hydrochloride to maintain an equilibrium 
mixture of the two. Sodium bisulfite is included as a color 
stabilizer. 


Actions (clinical pharmacology): 

TOPICYCLINE delivers tetracycline to the pilosebaceous 
apparatus and the adjacent tissues. In clinical studies, use of 
TOPICYCLINE on the face and neck twice daily delivered 
to the skin an average dose of 2.9 mg of tetracycline hydro- 
chloride per day. 


The serum level of tetracycline resulting from continuing 
twice-daily use of TOPICYCLINE is 0.1 ug/ml or less; this 
is the lower limit of detection of the analytical method. By 
comparison, an orally administered divided dose of 500 mg 
of tetracycline hydrochloride per day results in a serum level 
of approximately 1.5 g/ml. 


Indications: 


TOPICYCLINE is indicated in the treatment of acne vulgaris. 


Contraindications: 

TOPICYCLINE is contraindicated in persons who have 
shown hypersensitivity to any of its ingredients or to any of 
the other tetracyclines. 


Warnings: 

Because the serum level of tetracycline resulting from the 
use of TOPICYCLINE (less than 0.1 g/ml) is less than 7% 
of that associated with a therapeutic dose of 500 mg/day of 
tetracycline administered orally, liver damage from the use 
of TOPICYCLINE is highly unlikely, even in patients with 
renal impairment. Nevertheless, the warnings associated with 
the use of tetracycline orally should be considered before 
prescribing TOPICYCLINE for patients with renal impair- 
ment. Reproduction studies in rats and rabbits have revealed 


A. Product of 
Procter & Gamble Research 








no evidence of impaired fertility or harm to the fetus from 
TOPICYCLINE. There are no data, however, on use of this 
drug in pregnant women. It is not known whether tetracy- 
cline or any other component of TOPICYCLINE, adminis- 
tered in this topical form, is secreted in human milk. As a 
general rule, nursing should not be undertaken while a pa- 
tient is receiving any drug treatment because many drugs are 
excreted in human milk. 


Precautions: 
This drug is for external use only, and care should be taken 
to keep it out of the eyes, nose, and mouth. 


Adverse reactions: 

Among the 733 patients treated with TOPICYCLINE under 
normal usage conditions during clinical evaluation, there was 
one instance of severe dermatitis requiring systemic steroid 
therapy. About one-third of patients are likely to experience 
a stinging or burning sensation upon application of 
TOPICYCLINE. The sensation ordinarily lasts no more than 
a few minutes, and does not occur at every application. 
There has been no indication that patients experience suffi- 
cient discomfort to reduce the frequency of use or to discon- 
tinue use of the product. A slight yellowing of the skin in 
the areas of application can be noticed by most users of 
TOPICYCLINE, particularly by those with light complex- 
ions. This condition is superficial, and the color can be 
eliminated by washing. Treated areas of skin will also 
fluoresce under an ultraviolet light source. The kinds of side 
effects often associated with oral or parenteral administration 
of tetracyclines (e.g., various gastrointestinal complaints, 
vaginitis, hematologic abnormalities, manifestations of 
systemic hypersensitivity reactions, and dental and skeletal 
disorders) have not been observed with TOPICYCLINE. 
Because of TOPICYCLINE's topical form of administration 
and its resultant low serum levels, it is highly unlikely that 
such side effects will occur from its use. 


Dosage and administration: 

It is recommended that TOPICYCLINE be applied to the af- 
fected areas twice daily, morning and evening. The medica- 
tion should be applied generously until the skin is thoroughly 
wet. Patients may continue their normal use of cosmetics. 


How supplied: 

TOPICYCLINE is supplied in a single carton containing a 
powder and a liquid which must be mixed together by the 
pharmacist or physician prior to dispensing. The 
TOPICYCLINE bottle contains 70 ml of medication as dis- 
pensed. This constitutes about an eight-week supply for pa- 
tients treating the face and neck, and about a four-week sup- 
ply for patients treating other acne-involved areas in addition 
to the face and neck. Differences in individual usage habits 
will result in variation from these averages. TOPICYCLINE 
should be kept at controlled room temperature or below, 
away from excessive heat. TOPICYCLINE may be kept for 
12 months prior to dispensing. After dispensing, the medica- 
tion should be used by the patient within 2 months. 


Caution: 
Federal law prohibits dispensing without prescription. 


For additional information, write Procter & Gamble, 
Professional Services, PO. Box 85507, 
Cincinnati, Ohio 45201, or call 513-977-5547. 


September 1978 693-8463 
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A high corneo- 
yte count means 
;caling, flaking and an 
tchy scalp. Unsightly 
ind unwanted by your 
Jandruff patients. 

Chances are 
they have tried the 
TV-promoted brands 
9efore consulting you 
about their problem. 

Prescribe Exsel^ 
(selenium sulfide) 2.5%. 
Clinically proven the 
most potent dandruff 
shampoo available. It 
gets rid of the unwanted 
corneocyte scales and 
retards their redevelop- 
ment for days* 

And Exsel offers 
one distinct advantage 
over other Rx anti- 
dandruff preparations: 
cosmetic elegance. 
Pleasing, fragrant lime- 
scented Exsel shampoo 
lathers richly, therefore 
assuring greater patient 
acceptability and better 
compliance with your 
instructions. 
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own. 


Exsel? (selenium sulfide) 2.5% 
Lotion- CONTAINS: selenium sulfide...2.5% 
with: edetate disodium; bentonite; sodium 
linear alkylate sulfonate; alphaolefin sul- 
fonate; glyceryl monoricinoleate; silicone; 
titanium dioxide; citric acid monohydrate; 
sodium phosphate monobasic, mono- 
hydrate; perfume and purified water. 
ACTIONS: The mechanism of action of 
selenium sulfide in seborrheic dermatitis is 
unknown. INDICATIONS: Selenium sulfide is 
indicated in the treatment of seborrheic 
dermatitis of the scalp, including dandruff. 
CONTRAINDICATIONS: The product should 
not be used by patients allergic to any of its 
components. WARNINGS: Safety for use in 
infants has not been established. 
PRECAUTIONS: 1. Chemical conjunctivitis 
may result if this preparation enters the eyes. 
2. The product should be used with caution 
when acute inflammation or exudation is 
present as an increase in absorption may 
occur. ADVERSE REACTIONS: 1. Hair loss 
has been reported with the use of the 
product. 2. Discoloration of the hair may 
follow the use of selenium sulfide. This can 
be minimized by careful rinsing of the hair 
after treatment. 3. Oiliness of the hair and 
scalp may increase following the use of this 
product. 


*Kligman, A.M. et al. Dandruff: It's nature 
and treatment, University of Pennsylvania, 
Department of Dermatology, Duhring 
Laboratories. Paper presented at American 
Academy of Dermatology, San Francisco, 
1975. 


Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 


Irvine, California 92713, U.S.A. 


Count on Exsel. 


(selenium sulfide) 2.576 
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Proven clinically 
effective for prompt 


relief of mild-to- 


severe corticosteroid- 
responsive dermatoses 


Impressive results with 


Valisone Cream and 


Ointment in published 


studies: 
contact dermatitis 


96% good to excellent results 
(81 of 84 patients)* 


atopic eczema 


92% ood to excellent results 
(231 of 251 patients)* 


psoriasis 


85% jood to excellent results 
(150 of 177 patients)* 
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Valisone imul 
Aerosol 0.15% SS") 
For acute contact dermatitis. 2 
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Clinical Considerations: Indications: VALISONE Cream, Ointment, and Lotion are indicated for relief of 
the inflammatory manifestations of corticosteroid-responsive dermatoses. VALISONE Reduced 
Strength Cream is indicated for the relief of the inflammatory manifestations of corticosteroid- 
responsive dermatoses. VALISONE Aerosol is indicated, solely, for adjunctive topical management 
for the relief of inflammatory manifestations of acute contact dermatitis. Contraindications: Topical 
steroids are contraindicated in tuberculosis of the skin and some viral diseases of the skin 
(varicella and vaccinia). Topical steroids are also contraindicated in those patients with a history 
of hypersensitivity to any of the components of the preparations. VALISONE Aerosol is contraindi- 
cated for use under occlusive dressings. Warnings for VALISONE Aerosol: Keep the spray away from 
eyes and other mucous membranes; avoid inhaling. Avoid freezing of the tissue by not spraying 
for more than 3 seconds, at a distance not less than 6 inches. Contents are under pressure. Do not 
puncture. Do not store or use near open flame or heat. Exposure to temperatures above 120°F 
may cause bursting. Keep out of reach of children. Néver throw container into fire or incinerator. 
Precautions: If irritation or sensitization develops with the use of VALISONE products, treatment 
should be discontinued and appropriate therapy instituted. In the presence of infection, the use of 
an appropriate antifungal or antibacterial should be instituted. If favorable response does not 





x « iip » ; occur promptly, the corticosteroid should be discontinued until the infection has been adequately 
flisone ; í i ; | controlled. If extensive areas are treated, or if the occlusive technique is used, the possibility 
a à x exists of sufficient systemic absorption to produce adrenal suppression and systemic corticoste- 
vane <5 Valisone roid effects may occur; suitable precautions should be taken. In a few cases, ulceration has been 
T i A reported with the use of topical steroids for skin conditions involved with impaired circulation 
are a, Lotion 0 1 9. (i.e.. stasis dermatitis). Prolonged application of corticosteroid-containing products under occlu- 
z o pa i oe in suen V ud of "e oeil iL Ao The bipes "eie products are 
peci j not for ophthalmic use. Usage in Women o aring Age: use of any drug during pregnancy 
tk h lly oie ‘iti and the lactation period or in women of childbearing age requires that the potential benefits of the 
seborrheic dermatitis. drug be weighed against the possible hazards to the fetus or infant. Topical corticosteroids have 


not been reported to have an adverse effect on the fetus, but the safety of their use in pregnant 
patients has not been definitely established. They should not be 
used extensively or for prolonged periods of time in pregnant 
patients, unless the condition requiring treatment warrants the risk. 
Adverse Reactions: The following adverse reactions have been 
reported with topical corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneiform eruptions, and hypo- 
pigmentation. The following may occur more frequently with occlu- 
sive dressings than without such therapy: maceration of the skin, 
secondary infection, atrophy of the skin or subcutaneous tissues, 
striae, miliaria. ae and Administration: VALISONE Cream, Oint- 
ment, and Reduced Strength Cream are applied as a thin film over 
the affected skin areas one to three times a day. Clinical studies of 
VALISONE have indicated that dosage once or twice a day is often 
feasible and effective. VALISONE Reduced Strength Cream has an 
aqueous, hydrophilic base that softens and moisturizes the skin. 
Although occlusive dressings are required infrequently, they may 
enhance therapeutic efficacy in certain refractory lesions of psori- 
asis and other dermatoses that are difficult to treat. Apply a few 
drops of VALISONE Lotion to the affected area of the scalp and 
massage lightly until it disappears. Apply twice daily, in the — 
morning and at night. Dosage may be increased in stubborn cases; 
following improvement, apply once daily. Apply VALISONE Aeroso! 
three to four times a day. The container may olsen ad or 








inverted during use. The spray should be directed onto the affected 
area from a distance of approximately 6 inches and applied for only 
a — 3 seconds. Aerosol cun by Aerosol Techniques, Inc., 
Valisone’ Armstrong Laboratories Division, West Roxbury, MA. 02132. For 
| | veniri si j consult package or Schering literature 
Reduced Strength available from your Schering Representative or Professional Services 
Cream 0.01% Weider rcs AE EE um pasado E 
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THE ONLY WAY TO 
END THE EPIDEMIC 
IS OVER HER DEAD 


Kill the female itch mite (sarcoptes 
scabiei) and you've stopped the current 
scabies epidemic. Because when she 
burrows deep into the stratum corneum, 
she defies diagnosis and resists removal 
by surface-acting medications and 
cleansers. Her success has been making 
headlines around the country — with 
reports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 


A quick and simple diagnosis. 
Scabies can mimic a number of derma- 
tological conditions,'~* such as urticaria, furunculosis 
and dermatitis — as well as syphilis with which it may 
coexist. But there's an almost foolproof way to recog- 
nize it. Even in the absence of the fierce nocturnal 
itching? and the lesion distribution characteristic of 
the disease (hands, wrists and elbows in 9 out of 10 
cases),! a quick microscopic look can confirm your 
scabies diagnosis. 

To demonstrate the itch mite, look for an unscratched, 
inhabited burrow (wherever the patient says he itches 
at that very moment is a likely spot). Use a strong light, 

a magnifying glass and a surgical blade to which a drop 
of mineral oil is added. Scrape several sites. Transfer the 
material to a slide, cover and examine under low power 
magnification.'«?/4 (If you don't spot any parasites in egg, 
larvae or adult stages, look for their red fecal compac- 
tions. They can be just as diagnostic.) 


Kwell: penetrating action to kill mites, their eggs and 
larvae. Once you've found scabies, there's a positive 
way to eradicate it. Kwell (1% gamma benzene hexa- 
chloride) Lotion or Cream. It penetrates to reach the 
scabietic burrows, kills the female mites and, of course, 
the less tenacious males, as well as their eggs and any 
larvae that may have hatched. In fact, Kwell works so 
consistently and well against scabies that it has been 
the most widely prescribed scabicide for three decades. 

Nearly 100% effective. The clinical record of Kwell 


Cream/Lotion 


KWELL 





has never been surpassed by any 
other pediculicide. It is “nearly 100% 
effective," and often works with a 
"MI single application (a second or third 

} application may be made at weekly 
PA intervals, if needed). Your patients 
@ will appreciate the low risk of sensiti- 
zation and irritation.5/ó And you 
will appreciate that Kwell works so 
predictably that it serves to confirm 
your diagnosis of scabies. Not many 
pharmaceutical preparations can 
match that record of dependability. 


Contraindications: Kwell is contraindicated in individuals who 
develop hypersensitivity to the product or to any of its components. 


Precautions: If accidental ingestion occurs, prompt institution of gastric 
lavage will rid the body of large amounts of the toxicant. However, 
since oils favor absorption, saline cathartics for intestinal evacuation 
should be given rather than oil laxatives. 

Central nervous system manifestations can be antagonized by the 
administration of pentobarbital or phenobarbital in sufficiently large 
doses to the limit of their therapeutic effectiveness. It is not desirable 
to depress the patient to the point of hypnosis. However, persons 
poisoned with stimulants may tolerate large doses of barbiturate with- 
out undue depression and with great benefit. Intravenous calcium 
gluconate may be used in conjunction with the barbiturates, Epineph- 
rine should not be used because ventricular fibrillation may result. 

If accidental contact with eyes occurs, flush with water. If irritation 
or sensitization occurs, discontinue the product and consult physician. 


Adverse Reactions: Eczematous eruptions due to sensitization of this 
product have been reported. 

Available on prescription as Kwell Lotion in 2 and 16 fl. oz. bottles, 
and as Kwell Cream in 2 oz. and 1 Ib. jars. See package insert for 
complete prescribing information. 


References: 1. Patient Care 7:94, Nov. 1, 1973. 2. Stankler, L.: 
Practitioner 210:803, June 1973. 3. Domonkos, A.N. (ed.): Andrews' 
Diseases of the Skin: Clinical Dermatology, ed. 6, Philadelphia, W. B. 
Saunders Company, 1971, pp. 511-513. 4. Muller, G., et al: Arch. 
Dermatol. 107:70, Jan. 1973. 5. James, B.H.E.: Br. Med. J. 1:178, 

Jan. 15, 1972. 6. Sollman, T.: A Manual of Pharmacology, ed. 8, 
Philadelphia, W. B. Saunders Company, 1957, p. 178. 
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Occasionally, a patient may develop a sensitivity reaction 
to a particular occlusive dressing material or achesive 
and a substitute material may be necessary. If infection 
develops, discontinue the use of the occlusive dress- 
ing and institute appropriate antimicrobial therapy. 
ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticosteroids, 
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itching, irritation, dryness, follic ulitis, hypertric chosis, acne- 
form eruptions. perioral dermatitis, allergic contact dermatitis, 
hypopigmentation, maceration of the skin, secondary infection, 
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(fluocinolone acetonide) 
CREAM 0.025% 

CREAM 0.01% 

OINTMENT 0.025% 
SOLUTION 0.01% 


Description Synalar (fluocinolone 
acetonide) has the chemical name 6a, 
9a-difluoro-46a-hydroxyprednisolone-^6, 
17-acetonide. 


The cream contains fluocinolone aceton- 
ide 0.25 mg./g. or 0.1 mg./g. in a water- 
washable aqueous base of stearic acid, 
propylene glycol, sorbitan monostearate 
and monooleate, polysorbate 60, purified 
water and citric acid with methylpara- 
ben and propylparaben as preservatives. 


The ointment contains fluocinolone aceton- 
ide 0.25 mg./g. in a white petrolatum 
U.S.P. vehicle. 


The solution contains fluocinolone aceton- 
ide 0.4 mg./g. in a water-washable base 
of propylene glycol with citric acid. 


Indications For relief of the inflammatory 
manifestations of corticosteroid-respon- 
sive dermatoses. 


Contraindications Topical steroids are 
contraindicated in vaccinia and varicella. 


Topical steroids are contraindicated in 
those patients with a history of hypersen- 
sitivity to any of the components of the 
preparation. 


Precautions If irritation develops, the 
product should be discontinued and 
appropriate therapy instituted. 


In the presence of an infection the use of 
an appropriate antifungal or antibacterial 
agent should be instituted. If a favorable 
response does not occur promptly, the cor- 
ticosteroid should be discontinued until the 
infection has been adequately controlled. 


If extensive areas are treated or if the oc- 
clusive techniqüe is used, the possibility 
exists of increased systemic absorption of 
the corticosteroid and suitable precau- 
tions should beaken. 


Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use in preg- 
nant females has not absolutely been 
established. Therefore, they should not be 
used extensively on pregnant patients, in 
large amounts, or for prolonged periods 
of time. 


Synalar products are not for ophthalmic 
use. 


Adverse reactions The following local 
adverse reactions have been reported 
with topical corticosteroids: burning, 
itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, 
hypopigmentation. 


The following may occur more frequently 
with occlusive dressings than without such 
therapy: maceration of the skin, secon- 
dary infection, skin atrophy, striae, miliaria. 
How Supplied 
Synalar (fluocinolone acetonide) 

Cream 0.025% — 15 and 60g. tubes and 
420 and 425g. jars. 

Cream 0.01% — 15, 45 and 60g. tubes 
and 120 and 425g. jars. 
Ointment 0.025% — 15 and 60g. tubes and 
425g. jars. 
Solution 0.01% — 20cc. and 60cc. plastic 
squeeze bottles. 
Also Available 
Synalar-HP® (fluocinolone acetonide) 
Cream 0.2% 5g. and 12g. tubes. 
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Guinea Pig 


kV). Six te nine grids from two blocs 
chosen by examination of thick sections 
from those available were examined for 
each of the sensitized guinea pigs. at each 
of the five periods of observation. - a 
Similar selection of tissue and exami 


study involved the use of histüthérhi- 
cal and electron microscopic methods 
to evaluate the behavior of Langer- 
hans cells during contact hypersensi- 
tivity as found in the guinea pig sensi- 
tized by the epicutaneous applications 
of DNCB. We found Langerhans cells 
in the inflammatory phase and a 
disappearance of these cells from the 
epidermis during the reaction. 


MATERIALS AND METHODS 


Six male albino guinea pigs, ^ weighin 
about 400 g at the beginning. of the expe 
ment, were used. Each guinea pig w 
sensitized by the daily use of 1% DNCB QJ 
dissolved in acetone and applied to a. the " 
shaved area (3-em diameter) on the back ef Mad at 


. the neck during 11 days. Ten or more days. o And lacta 





after the last sensitization treatment, 
0.1% solution of DNCB in acetone was |. 774 5 
applied to a shaved flank skin area (gsg Milan 
em) or to the nipple. Five sites were chal- —. 

lenged on each. guinea pig. The degree of. 
inflammatory reactivity was recorded at 2, ^. 
6, 12, „and 48 hours as 0 to + ++. Mild |. £t 
erythema was 4; marked erythema with Lang 
induration was + +; and massive erythe- que; 
caletion; oong, or crusting: OS 
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rvation (2, 6, 12, 24, and. 
'ozen at.- —10 °C fo 
histochemical studies. The enzy me method. 
of Wachstein and Meisel with nucleoside. 
triphosphatase (ATPase) was used.* Small 


















as in normal skin. At 

ification, a granular : 
ion was observed in the .. 
body and dendrites, and this - 
-replaced the dendrites of some of the - 
Langerhans cells. Many areas of- 
normal Langerhans cells were ob-. 
served in the same epidermal speci- ` 
men, as in normal skin of the guinea _ 
pig (Fig 1, A). The thicker ee ; 













Chiek's solution and embedded in Spurr .- 
plastic.’ Thin sections, 50 to 90 nm, were —— 
eut with a diamond knife and triple stained 
with Reynold. lead acetate-8% uranyl 
acetate-Reynold lead acetate. The tissue 
section grids (150 to 200 copper mesh) were 
examined with an electron microscope (60 
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Fig 1.—Langerhans cells in normal and 
DNCB-sensitized epidermis of guinea pig 
(ATPase technique). A, Normal epidermis. 
B, Sensitized epidermis six hours after 
application of 0.196 DNCB shows cells in 
midepidermis and upper level of epider- 
mis. Dendrites do not reach basal layer. C, 
Sensitized epidermis 24 hours after appli- 
cation of 0.1% DNCB shows cells at high 
level in epidermis. D, Sensitized epidermis 
48 hours after application of 0.196 DNCB 
shows cells in shedding parakeratotic 
stratum corneum (original magnification 
x 450). 





of the nipple skin was convenient for 
the observation of Langerhans cells, 
and this section contained foci of 
granular ATPase reaction. In a few 
locations where spongiosis was found, 
the Langerhans cells were pushed to a 
higher level of the epidermis. Electron 
microscopy demonstrated that most of 
the Langerhans cells were scattered 
between the keratinocytes in the 
lower cell layers of the epidermis (Fig 
2). The Langerhans cells had dendrites 
that extended into the intercellular 
epidermal space and at times between 
the basal lamina and the keratino- 
cytes. The nucleus was lobulated or 
highly indented. The clear cytoplasm 
contained typical mitochondria, 
smooth and rough endoplasmic reticu- 
lum, and free ribosomes, and occasion- 
ally centrioles were observed. The 
Golgi apparatus was well developed 
and had numerous small vesicles. 
Some of the vesicles had the "fuzzy" 
look of Langerhans cell vesicles 
described by Wolff.° Lysosomes were 
not seen regularly. Some cells had an 
organized crystalline matrix* or my- 
elin-type structure.^ The Langerhans 
granules were easily observed; they 
were distinctive though not numerous. 
The organelles were rod-shaped, with 
a central linear density and a periodic- 
ity of 90 A. These rods sometimes 
were seen connected with cysternae or 
with the cell membrane or with both. 
Neither the Langerhans cell nor its 
granule showed major structural 
changes at two hours. 


Six Hours 


Most of the Langerhans cells were 
seen in the midepidermis. The cell 
bodies were rounded, and the den- 
drites extended toward the surface of 
the epidermis (Fig 1, B). The lower 
layers of the epidermis were free of 


Fig 2.—Sensitized epidermis of guinea pig 
two hours after application of 0.196 DNCB. 
Langerhans cell (arrow) in lower epidermis 
(original magnification X 4,900). Inset, 
Langerhans granule (original magnifica- 
tion x 97,000). 
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Fig 3.—Sensitized epidermis of guinea pig. 
Langerhans cell (arrow) adjacent to three 
mononuclear cells (original magnification 
x 19,250). Inset, Langerhans granule 
(original magnification Xx 82,500). 


cells, and the dendrites of the Langer- 
hans cell no longer reached the basal 
layer. In the focal areas of spongiosis, 
the Langerhans cells were found only 
in the upper level of the epidermis. In 
most of the cells, granular ATPase 
staining was observed. 

On electron microscopy, Langer- 
hans cells could not be found between 
the keratinocytes of the basal layer. 
The typieal Langerhans cells were 
found only in the middle and the 
upper epidermis. Langerhans cells 
were observed adjacent to mononu- 
clear cells (Fig 3). The mononuclear 
cells resembled lymphocytes and were 
seen singly or in clusters contiguous to 
the Langerhans cells. The Langerhans 
cells were typical, as previously 
described, though particles of glyco- 
gen were occasionally found. Their cell 
membranes almost touched the mono- 
nuclear cells. In some areas, the two 
membranes were indistinct and fuzzy, 
and the areas of contact contained a 
granular, "ground" substance. Normal 
Langerhans granules were observed. 

Many Langerhans cells were found 
between the keratinocytes of the 
upper midepidermis (Fig 4). These 
cells did not possess dendrites. The 
keratinocytes were swollen and light- 
er in color because of the disappear- 
ance of the tonofibrils, and this 
change made the cytoplasm of the 
Langerhans cell appear to be darker 
by comparison. The cytoplasm of the 
keratinocyte contained Golgi apparat- 
us, small vesicles, mitochondria, and 
lysosomes that were dense, round, and 
variable in size. The Langerhans cells 
had a vacuolated appearance. Large 
vacuoles of different sizes were delim- 
ited by a double membrane and 
contained a sparse granular material 
localized near the membrane. 


Twelve to 24 Hours 


Most of the ATPase-positive cells 
were observed at a high level in the 
epidermis, and their dendrites were 
retracted (Fig 1, C). Wherever spon- 
giosis was observed, Langerhans cells 
were not present (Fig 1, C). 

Electron microscopy disclosed a few 


Fig 4.—Sensitized epidermis of guinea pig 
six hours after application of 0.1% DNCB. 
Langerhans cell (arrow) in midepidermis 
(original magnification X 4,850). Inset, 
Langerhans granule (original magnifica- 
tion x 97,000). 
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small, rounded Langerhans cells be- 
tween the keratinocytes of the upper 
layers of the epidermis just under the 
stratum granulosum (Fig 5). The 
nucleus of these smaller Langerhans 
cells was lobulated, and the cytoplasm 
was clear, with some glycogen gran- 
ules and relatively few organelles. 
Langerhans granules occasionally 
were seen, usually one or two to a cell. 
The large vacuoles with their double 
membrane were prominent. At 12 
hours, only one Langerhans cell was 
seen closely related to a mononuclear 
cell. The other cells were solitary in 
the intercellular space. At times, the 
intercellular space contained a finely 
granular material. 


Forty-Eight Hours 


By 48 hours, essentially all the 
ATPase-staining cells were gone from 
the epidermis. Flattened, small, posi- 
tive cells with stunted dendrites were 
seen occasionally in the  shed- 
ding parakeratotie stratum corneum 
(Fig 1, D). 

Typical Langerhans cells were not 
seen in the epidermis. Indeterminate 
cells without typical Langerhans 
granules occasionally were found in 
the intercellular space of the epider- 
mis. It was difficult to determine if 
these cells were dendritic macro- 
phages that had migrated from the 
dermis into the epidermis or if they 
were Langerhans cells without gran- 
ules. 


Control 


Normal distribution of Langerhans 
cells in the epithelium and adnexal 
structures was observed in the skin of 
both control animals, and this was not 
changed by the applications of DNCB 
to these nonsensitized animals at any 
of the time periods studied (2, 6, 12, 24, 
and 48 hours) (Fig 1, A). 


COMMENT 


Our current studies confirm the 
activity of the Langerhans cell in 
contact dermatitis that has been 
observed by Silberberg et al." The 
Langerhans cell in the epidermis 
presented vacuolar and cytoplasmic 
lysosomal changes typical for acti- 
vated macrophages. Somewhat simi- 
lar changes have been observed in 
normal Langerhans cells in gingiva 
(unpublished data). Epidermal Lan- 
gerhans cells in contact with mononu- 
clear cells (lymphocytes) show the 
most cytoplasmic activity. The very 
close association between the cyto- 
plasmic membranes of Langerhans 
cells and the mononuclear cells in the 
epidermis is similar to that seen 
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Fig 5.—Sensitized epidermis of guinea pig 24 hours after application of 0.196 DNCB. 
Langerhans cell (arrow) in upper epidermis (original magnification X 5,625). Inset, 
Langerhans granule (original magnification x 75,000). 


between macrophages and lympho- 
cytes in the dermis. The role of macro- 
phages in the recognition of antigen 
by immune T-lymphocytes is well 
established. Some dermal macro- 
phages observed were dendritic in 
form, with indented mushroom-form 
nuclei, and these were Langerhans 
cells in all respects except that they 
had no cytoplasmic granules. Similar 
dendritic cells with some features of 
macrophages have been observed in 
the spleen of mice." It is appearent 
that macrophages and Langerhans 
cells are associated with lymphocytes 
in the dermis, epidermis, and lymph 
nodes in contact hypersensitivity." 


The presence of Langerhans granules 
may not indicate that a separate cell is 
present but only that there is an 
unknown differentiated membrane or 
cytoplasmie function in the general 
macrophage population, and, there- 
fore, the Langerhans cell may be a 
special population of macrophages. 
This would explain the close relation- 
ship of the Langerhans cell to T-cell- 
mediated inflammation. 

In 1969, Prunieras'? suggested that 
Langerhans cells can take up anti- 
gens. Shelley and Juhlin* in 1976 
pointed out that the Langerhans cells 
are stained by the specific uptake of 
metallic ions, which are antigenic. In 
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addition, they have shown that the 
I*angerhans cells can be demonstrated 
by the uptake of antigenic amine or 
dye. Falck et al? showed that Langer- 
hans cells will take up fluorescent 
dopamine specifically. Thus, although 
epidermal Langerhans cells have a 
poor uptake of lipid, ferritin, and 
enzyme protein compared with that of 
keratinocytes, the epidermal Langer- 
hans cells do have a special selective 
uptake of small molecules, ions, and 
dyes. 

The early changes in the structure 
of the epidermis and in the keratino- 
cytes (edema, clumping and disap- 
pearance of tonofibrils, presence of 
vesicles, accumulation of glycogen, 
disappearance of desmosomal contact) 
were visible at six hours. At this time, 
the apposition of Langerhans cells to 
mononuclear (lymphocytic) cells also 
was observed. Such an apposition was 
observed by Silberberg et al' as early 
as three hours. The keratinocyte 
changes probably are secondary to 
substances released from the lympho- 
cytes (lymphokines or lymphotoxins) 
or from the macrophage or Langer- 
hans cell. The epidermal Langerhans 
cell may have the same role as the 
macrophage has in the dermis in 
contact hypersensitivity. This “reticu- 
loepithelial” system of the epidermal 
Langerhans cell (to use Shelley and 
Juhlin’s term) is always in situ and 
does not have to migrate to the tissue, 
as macrophages do in the dermis. It 
still remains to be proved that 
Langerhans cells are necessary for the 
development of contact dermatitis, 
but they participate in the cellular 
reactions of delayed hypersensitivity 
and disappear from the epidermis as 
the reaction subsides. Sting] et al'*® 
and Klareskog et al' have demon- 
strated unique Ia antigen at the 
surface of Langerhans cells not pres- 
ent on epidermal cell surface. 

The location of Langerhans cells in 
pathologie epidermis was emphasized 
by Birbeck et al'* in 1961 in a study of 
vitiligo. Their study showed that 
Langerhans cells increased in the 
basal layer, whereas Brown et al" 
demonstrated that a minimal quanti- 
tative difference in Langerhans cells 
existed between normal and vitiligi- 
nous skin. In a study of DNCB-contact 
dermatitis of the guinea pig, Niebauer 
and Sekido'" in 1965 found that 
Langerhans cells could be demon- 
strated by the osmic iodide method 
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only in the upper epidermis 24 hours 
after challenge. Our studies by the 
ATPase technique and electron mi- 
croscopy confirm this finding. In some 
skin diseases with acanthosis, such as 
psoriasis, the Langerhans cells are less 
numerous and are located in the upper 
half of the stratum Malpighii. In li- 
chenified lesions due to delayed 
hypersensitivity, the cells are found in 
the upper half of the epidermis, with a 
slight increase in number.” Studies of 
the epidermal response to tape strip- 
ping by Lessard et al? showed shed- 
ding of Langerhans cells into the 
parakeratotic horny layers and degen- 
eration of the Langerhans cells. In the 
present study, a similar thickness of 
epidermis was noted 48 hours after 
DNCB challenge, and the Langerhans 
cells were shed in the horny layer. 
Physical or immunologic injury to the 
epidermis apparently causes a loss of 
Langerhans cells. The decrease of 
Langerhans cells in psoriatic epider- 
mis? and normal gingiva (Pederson 
GT, Winkelmann RK, communica- 
tion,) similarly emphasizes the rela- 
tionship of Langerhans cells to epider- 
mal turnover, whether normal or the 
result of damage or disease. The 
epidermis may recover quickly, but 
Langerhans cells with normal gran- 
ules require one to two weeks to re- 
populate the epidermis. Mucous mem- 
brane is noted for its resistance to 
contact allergic reactions. For this 
reason, the immunologic response of 
epidermis that is free of Langerhans 
cells might be interesting. 

We may accept that our experimen- 
tal design demonstrated changes in 
the Langerhans cells during the 
inflammation of contact dermatitis, 
finally leading to their shedding. 
Nonspecific trauma and inflammation 
may accomplish the same result. We 
believe that the relationship of the 
Langerhans cells to antigen, mononu- 
clear cells, and contact dermatitis 
inflammation may be important, but 
the specificity must be studied fur- 
ther. 
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reva misole ieee in Atopic Dermatitis 


Randomized Double-Blind Evaluation 


Clifton R. White, MD, Jon M. Hanifin, MD 


* A randomized double-blind study of 
levamisole hydrochloride therapy in atop- 
ic dermatitis is reported. No improvement 
was noted in any of several assessments, 


which included patients’ subjective im- 


pressions; physicians' clinical impres- 
sions; comparison of clinical extent and 
severity scores; and incidence of cuta- 
neous infections or lessening of serum 
IgE levels. A trend toward improvement 
was seen in a majority of cases, whether 
treatment was with a placebo or an active 
drug. This study emphasizes the need for 
double-blind techniques for therapeutic 
trial in the management of patients with 
atopic dermatitis. 
(Arch Dermatol 114:1314-1315, 1978) 


topic dermatitis is a common, 
sometimes debilitating disease 
of unknown cause. Topical and sys- 
temie therapy with glucocorticoste- 
roids provides partial control of the 
disease, but side effects associated 
with long-term administration of 
these drugs limit their usefulness. 
Patients with atopic dermatitis have 
been shown to have decreased cell- 
mediated immune responses both to 
cutaneous testing’? and to in vitro 
assays.’ In addition, many patients 
have chronically recurring superficial 
pustular infections secondary to 
Staphylococcus aureus.’ Depressed 
granulocyte chemotaxis may account 
for susceptibility to these infections." 

Levamisole hydrochloride is an anti- 
helminthic used in veterinary medi- 
cine. Recent evidence suggests that 
the drug has immune-enhancing prop- 
erties. Increased in vitro lymphocyte 
function has been reported," and 
enhanced leukocyte chemotaxis has 





See also p 1316. 





also been shown.":'’ It seems reason- 
able to consider that levamisole might 
provide beneficial effects in cases of 
atopic dermatitis. This report de- 
scribes a randomized double-blind 
trial of levamisole therapy in a group 
of patients with atopic dermatitis. 





Accepted for publication April 6, 1978. 

From the University of Oregon Health 
Sciences Center, Portland, Ore. 

Reprint requests to the University of Oregon 
Health Sciences Center, 3181 SW Sam Jackson 
Park Rd, Portland, OR 97201 (Dr Hanifin). 


1314 


Arch Dermatol—Vol 114, Sept 1978 


Subjects and Methods 


Thirty-six patients were selected for this 
study. All satisfied firm diagnostic criteria 
that have been previously listed." The 
patients’ ages ranged from 13 to 64 years. 
Pregnant women and individuals that 
weighed less than 20 kg were excluded, as 
were persons with evidence of systemic 
disease. 

At the beginning of the study, the 
patients were examined and graded on a 
scale of 1 to 3, for both extent and severity 
of features that included pruritus, licheni- 
fication, erythema, vesiculation, excoria- 
tion, scaling, crusting, and presence of 
eutaneous infection. The patients were 
assigned numbers and were given corre- 
spondingly numbered bottles of tablets 
that contained either 50 mg of levamisole 
hydrochloride or inert material (placebo). 
The type of tablet had been randomly 
assigned to each number, and both the 
physician and patient were unaware of its 
contents. Tablets were administered on 
two successive days each week, according 
to the following dosage schedule: one tablet 
per day for patients who weighed 20 to 40 
kg; two tablets per day for patients who 
weighed 40 to 60 kg; three tablets per day 
for patients who weighed more than 60 
kg. 

In addition to a regimen of levamisole, 
02576 of topical triamcinolone acetonide 
was used on inflamed skin areas as needed. 
Since this was a randomized study, the use 
of topical medications was necessarily 
randomized in the two groups. 

Patients were seen after the first two 
weeks and then each month, for a total 
treatment period of six months. On each 
visit, patients were examined, and clinical 
extent and severity scores were recorded. 
Blood was obtained at the first and last 
visits for complete blood count, blood chem- 
istry screen, and serum IgE levels. In 
addition, the blood counts were obtained at 
each visit during the study. Skin tests to 
trichophytin, candidin, streptokinase- 
streptodornase, and tuberculin were ap- 
plied at the first and last visits. Delayed 
hypersensitivity responses were measured 
and recorded 48 hours later. 


RESULTS 


Thirty-two patients completed 
three months of the treatment, and 26 
patients completed the full six-month 
trial. 

Table 1 shows the patients’ subjec- 
tive impression of treatment effect 
after the six-month study. Of 11 
patients on a regimen of active medi- 
cation, six felt they had improved, 
while five noted no change or worsen- 
ing. Six patients noted improvement 





on placebo therapy, while nine noted 
no change or worsening. 

Another assessment was made 
based on the occurrence of viral, 
bacterial, or fungal infections during 
the six-month period. Results are 
shown in Table 1. One or more infec- 
tions were documented in 16 of 27 
cases. Of these, seven patients were 
receiving levamisole, while nine were 
receiving placebo medication. Thus, 
levamisole did not appear to provide 
notable protection against cutaneous 
infections in patients with atopic 
dermatitis. 

As another measure of drug effect, 
the authors predicted whether the 
patients were on regimens of active 
medication or placebo. This prediction 
was based on the physicians’ overall 
impression (including problems of 
infection and presence of exacerba- 
tions during the six-month period) 
and on the patients’ subjective im- 
pressions. These predictions were 
made prior to knowledge of the actual 
content of each patient’s medication. 
Table 2 shows the incidence of correla- 
tion between predicted medication 
and actual medication. No correlation 
was observed, ie, our predictions were 
incorrect as often as they were 
correct. 

As an objective measure of thera- 
peutic effect, clinical scores at three 
and at six months were compared with 
scores at the beginning of the study 
(Table 2). Twelve patients taking 
levamisole and nine patients taking 
placebo tablets showed improvement 
at the end of three months’ therapy. 
These differences were not substan- 
tial. The 2:1 ratio of improved over 
unimproved suggests a general bene- 


Table 1.—Subjective Results, 
Infections, and Global Predictions 


Variable Levamisole Placebo 


Subjective results 
Improved 
No change or 


worsened 9 
Viral, bacterial, or fungal 
infection 
Present 7 
Absent 5 
Correlation of results with clinical 
prediction 
Correlate 6 
Noncorrelate 5 
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Table 2.—Clinical Scores and Percent Change 


Assessment of clinical score, 
No. Of patients 
3 mo 


Mean changes, % 
3 mo 


ficial effect from regular, supportive 
clinic visits. At the end of six months, 
this trend was still evident, and the 
greater number of patients who 
improved while on placebo therapy 


T emphasizes the lack of beneficial 
- . effect from active drug. 


—.. Clinical scores were also evaluated 
in terms of degree of change and, as 
seen in Table 2, the mean percent 
improvement was greater in the 
placebo group at both three and six 
months. 

Serum IgE has been noted to rough- 
ly correspond to severity," though 
in a short period IgE leveis may not 
ehange in relation to skin disease." 
Levamisole-treated patients showed 
no differential serum IgE changes 
during the course of our study. In 
three cases the level inereased, and in 


g . five it decreased. Of those on placebo 
«e therapy, in six it increased and in five 
=~ jt decreased. 


Delayed hypersensitivity response 
to intradermal skin tests was evalu- 
ated. Of 27 patients initially tested, 
only three had positive responses (one 
to streptokinase-streptodornase and 
two to candidin). Delayed hypersensi- 
tivity developed in only one case 
during the course of the study. 

Side effects were minimal for 
patients treated with levamisole. Ur- 
ticaria developed in the case of one 
patient on active drug therapy, while 


4 = another patient recurrently noted 
| .. severe nausea and vomiting. Both 
= patients were unable to finish the 


study. One levamisole-treated patient 
became pregnant during the study 
and therapy was discontinued. The 
pregnancy was uneventful, and she 
was delivered of a normal female 
infant, in spite of taking the drug for 
two to three months of gestation. 


COMMENT 


In assessing the data, the most 
obvious result is that patients with 
atopic dermatitis treated with levami- 
sole showed no substantial beneficial 
effect, compared with those treated 
. with placebo. This is direetly contra- 
. dietory to a recently reported non- 
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Levamisole 


improved 


Placebo 


No Change 
or Worse 


No Change 


improved or Worse 





blind study that claimed excellent 
results with levamisole therapy.'^ The 
explanation for these discrepant re- 
suits is uncertain, but may well be 
reflected by data presented in Table 2. 
That is, under conditions of study, 
greater numbers of patients’ condi- 
tions improved whether on active 
drug therapy or placebo therapy. 
These data emphasize the futility of 
evaluating therapy in open, uncon- 
trolled studies of patients with atopic 
dermatitis. Nowhere in our study 
were the therapeutic benefits of 
levamisole therapy observed. 

The most likely explanation for 
these findings is that levamisole does 
not have a therapeutic effect on atopic 
dermatitis. It is possible that the 
doses used were inadequate, since, 
under conditions of study, the dose 
ranges could vary from 1.25 to 2.5 
mg/kg if patients weighed far in 
excess of the minimum weight re- 
quired for a given drug dose. In 
actuality, our patients' dosage aver- 
aged 1.87 mg/kg, and there was no 
correlation between those with lower 
dosage and failure of response. 

Another possible reason for discrep- 
ancy between our results and those of 
others is that we deliberately ehose to 
treat patients with moderate to severe 
dermatitis. These are the patients 
most likely to have immune deficits 
and infections.“ One of the objectives 
of our study was to assess whether 
levamisole might decrease the preva- 
lence of infection in these patients. As 
demonstrated in Table 1, no such 
effect was seen. Furthermore, no 
stimulation of delayed hypersensitivi- 
ty or diminution of serum IgE levels 
was observed. 

Our studies show clearly that when 
levamisole is orally administered in 
standard doses at weekly intervals it 
provides no therapeutic benefit for 
patients with moderate to severe 
atopic dermatitis. Though we ob- 
served no serious side effects, poten- 
tially fatal agranulocytosis may com- 
plicate levamisole therapy.” This 
further emphasizes the importance of 
not using levamisole in the treatment 
of atopic dermatitis or in any disease 


general improvement of patients’ - 
clinical extent and severity was noted 
in the majority of patients, whether 
they were on a regimen of levamisole 
or of placebo. This result emphasizes - 
the necessity for randomized double- 
blind trials of any therapy used in the 
treatment of this disease. 


K. Robert Edwards and John Neff of the 
Johnson & Johnson Company, assisted technical- 
ly and statistically in this study. 


.. Nonproprietary Name 
and Trademark of Drug 


^ Levamisole hydrochloride— Tramisol. 
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The Use of Levamisole 


in Atopic Dermatitis 


A Prospective Study | 


Agustín Alomar, MD; José M. Giménez-Camarasa, MD; José M. de Moragas, MD 


-.* Levamisole hydrochloride, a nonspe- 
-.cific immunostimulant, was given to 30 
. children with atopic dermatitis (AD) in a 
' double-blind manner during an eight- 
month period. Clinical course findings, 
including intradermal reactions to tuber- 
. Culin, candidin, and streptokinase-strep- 
. tedornase; sensitization to dinitrochloro- 
. benzene; peripheral biood T- and B- 
-. lymphocytes; in vitro lymphocyte transfor- 
“mation with phytohemagglutinin; and se- 
. num levels of IgM, IgG, IgA, and IgE, were 
_ noted every two months. Fifteen children 
. completed the study. Neither the clinical 
course nor the immunologic values 
. Showed substantial differences between 
. the levamisole-treated and the placebo 
-` group. Our experience with levamisole in 
 ADis disappointing. 

~ (Arch Dermatol 114:1316-1319, 1978) 


(Current research efforts in atopic 
B dermatitis (AD) have uncovered 
„a number of immunologic distur- 
~bances in patients with the disease. 
An increased concentration of serum 
IgE levels has been correlated with 
-the extent of skin involvement, the 
proportion of positive results. to 
intradermal skin tests, and the inten- 
„sity of the delayed blanching phenom- 
.enon.' Cell-mediated immune defects 
are common in patients with AD. Low 
^ tuberculin reactivity?®* and di- 
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minished active sensitization with 
Rhus antigen; dinitrochlorobenzene 
(DNCB), or  nitrodimethylaniline* 
have been reported. In patients with 
severe AD, depressed lymphocyte 
transformation with PPD, herpes sim- 
plex antigen,’ and phytohemagglutin- 
in (PHA), and chemotactie defects of 
monocytes" and polymorphonuclear 
leukocytes” have been found. Howev- 
er, AD is a poorly understood disease, 
and the relationship of the above 
mentioned abnormalities to the clini- 
cal activity of the disease is unclear, 

Levamisole hydrochloride, which is 
an anthelminthic in widespread clini- 
cal use," has been found to potentiate 
a wide spectrum of immunologic 
phenomena." We have studied the 
effects of levamisole on the immuno- 
logie values and clinical course in a 
group of 15 children with AD during a 
period of eight months. 

SUBJECTS AND METHODS 

. Thirty children entered the study in 
different seasons of the year. Informed 
consent was obtained from the parents, All 
had clinically active AD and family histo- 
ries of atopy. Two patients had histories of 
asthma. Clinical activity was graded on a 
scale of 0 to 3, depending on the severity 
and extent of skin involvement. In regard 
to severity, grade 1 was mild praritus with 
lichenification, grade 2 was severe pruritus 
with. marked lichenifieation, and grade 3 
was intraetable pruritus with excoriations. 
In regard to extent, grade 1 had few 
involved areas, grade ? had generalized 
flexural involvement, and grade 3 had 
atopic erythroderma. After eight months 
only 15 children completed the study. All 
furnished data pertain to this latter group. 
There were eight boys and seven girls. 


Their ages ranged from 2 to 9 years; the 
average age was 7.5 years. None of the 
patients had received parenteral cortico- 
Steroids or antihistaminies or had active 
asthma at the time of the study, although 
several had received topical corticosteroids 
in the preceding month. All children were 


seen in the outpatient clinie of the Depart- 


ment of Dermatology of the Hospital de 
San Pablo, Barcelona, Spain. 


Evaluation of Cell-Mediated 
Immunity 


The following antigens, 0.1 ml of each, 
were injected intradermally: (1) 1:5,000 
solution of tuberculin; (2) eandidin (Candi- 
da albicans, 1:1,000 solution in glycero- 
saline extract); and (3) streptokinase-strep- 
todornase (30 ug/ml). Reactions were eval- 
uated at 48 hours. 


A-0707 


nique. z y 

- T and B cells were counted in peripheral 
venous blood according to the technique of 
Jondal et al. Lymphocyte cultures were 
incubated in the presence of PHA accord- 
ing to the technique of Aisenberg.* 
Results were expressed as a stimulation 
ratio (counts per minute in stimulated 
cultures divided by counts per minute in 
saline solution control cultures). 


Serum Immunoglobulin 
Determinations 


The IgE serum levels were determined 
according to a commercial method (Ra- 
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i dioallerzy Absarlieut Test). IgM, IgG, hd 


IgA serum levels were determined accord- 
ing to the technique of Mancini et al.” 


Levamisole Administration 


<> Fifty o r of levamisole hydro- 
-chloride (I-1-2,8,5,6 _ -tetrahydro-6-pheny- 
^. limidazo [2, 1- b] thiazole monohydrochlo- 
— ride) was given in a coded double-blind 
= manner on days 1, 2, 3, 15, 16, and 17 of 
every month until the study's completion. 
The drug was administered in the dosage 
and manner that has been accepted as 
immunostimulant. When the code was 
opened, seven children had received levam- 
isole and eight children had received a 
placebo. 
Clinical and immunologic evaluations 
s were repeated every two months in every 
- patient during the period of study. 


RESULTS 

Data on the clinical and immuno- 
logic status of the 15 children include 
results obtained at the initial exami- 
nation, after four months of levami- 
sole treatment, and on completion of 
the study eight months later. Data 
obtained at two and six months after 
the initial examination did not differ 
substantially from. data obtained in 
the previous or following examina- 
tion. For this reason, they are omitted 
rom the text. — 
Pli 



















nical findings at the initial 
camination and after four and eight 
months are summarized in Table 1. 
^ There was an untoward reaction in 
^ the levamisole-treated group. The 
range of common illness remained 
similar in both levamisole-treated and 
placebo. groups. Only 50% of the chil- 
dren who entered the study completed 
it. Three children did not partieipate 
during their summer vaeation at the 
seaside. Four did not continue owing 
to clinical remission of the disease. 
Most of the attrition occurred with the 

— third or fourth control session because 
of objections to the exploratory mea- 
that every visit entailed. There 
10 noteworthy clinical differ- 
s between the two groups. Over- 



















tine of observation; but, considered 
individually, the children with more 





severe involvement at the start of the 
study most often remained with the 


severe form of the disease on comple- 


tion of the study. Substantial im- 


provement was usually seen in the 
milder forms of AD. 

Table 2 shows the results of the 
intradermal tests with specifie anti- 
gens: tuberculin, candidin, and strep- 

m tokinase-streptodornase. Eight chil- 
-~ dren (five in the levamisole-treated 
.. group and three in the placebo group) 
«became reactive to candidin during 
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the TM monte of observation. Four | 


, both groups improved during the — = 
(8095 - 


E 25% 



















The. initial ‘challenge. with I 
induced an inflammatory re ponse 
with blister formation that was unre- 
lated to the delayed hypersensitivity 
response. All patients manifested this 
normal inflammatory response to the . 
test challenge with 2,000 ug of DNCB. 

Subsequently, eight patients re- 


of these children were in clinical 
remission at the end of the study, 
whereas only one boy underwent clin- 
ieal remission while he remained 
nonreactive to candidin. The response 
to tubereulin remained unchanged 
during the period of study. 


Table 1 .—Clinical Activity in 15 Children Receiving Levamisole or Placebo* 












initial . 
Examination 


Placebo au 


*The clinical activity was graded on a scale of 0 to 3 depending on the severity (sev) and ten 
(ext) of skin involvement. : xus gs 














Table 2.—Results of intradermal Tests With - 
Specific Antigens in 15 Children Receiving Levamisole ¢ or a Placebo* 






| "Streptokinase- : 
Streptodornase s 
P L 


Candidin | 









Initial examination 
After 4 mo 
Atter 8 mo 









"Ratios indicate the number of children who became reactive. P indicates Slatébd and L,. 
levamisole. 


100% 


75% 





8mo 


Fig 1.—Number of peripheral venous blood T-lymphocytes at initial examination and four 
and eight months later. Open circle indicates levamisole treated and closed : circle, 
placebo. 


initial Examination 4 mo. 
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Initial Examination 


. Fig 2.—Results of in vitro lymphocyte transformation by phytohemagglutinin in 15 
children at initial examination and four and eight months later. Open circle indicates 
- levamisole treated; closed circle, placebo; SR, stimulation ratio; and N, normal. 
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Fig 3. IgE : serum levels i in 15 children at initial exarnination and four and eight months 
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enge fou aur ont sensitiction. Mid ie 


.vamisole: administration. IgE levels 

were elevated in five of the latter 

children. Five children had grade 3 

- -einieal activity and one had ph 1 

clinica activity. with a normal. serum 
IgE level. | 


Figure. A o thè "iuter of 


| peripheral- venous blood T-lympho- 
cytes at the initial examination and 


four and eight months later. The 


number of circulating T-lymphocytes 
increased during the study period. No 


substantial differences were found 
between the two. groups. B-lympho- 
cytes remained at a constant normal 
level during the period of the study. 

Figure 2 shows the results of in 
vitro lymphocyte transformation by 
PHA at the initial examination and 
after four and eight months in these 
children. The test was performed five 
times in each child during the period 
of eight months and responses were 
normal or above normal in only nine 
instances. Responses in only one 
patient who had the five evaluations 
were normal or above normal, in spite 
of persistent grade-2 clinical activity. 
Levamisole did not correct the abnor- 
mally low responses to PHA in these 
patients. 

IgE serum levels are shown i in Fig 3. 
Initial normal levels in patients 
remained within normal limits with- 
out great fluctuations during the peri- 
od of the study. Initial high levels in 
patients remained above. the upper. 
limits during the period o 

In three patients we observed « w 
fluctuations of + 50% withou | 
able to correlate the. u etiati ions. of 
IgE levels with the clinical activity of 
the disease, There were no differences 
between the placebo and the levami- 
sole-treated groups. Serum. IgM, IgG, 
and IgA levels were. within normal 
limits in all children. Se 
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Levamisole, de. nonspecific it immuno- 


stimulant, is looked on as a probable 
-therapeutic candidate i 








] n a disease like 
AD with- assorted. imm ie defects. 


Thirty children with active clinical 


disease entered our study, which 


included an eight-month. period of 


observation. and determination of a 


series of immunologic measurements 


that were repeated every two months 


during the administration of levami- 


sole. or a placebo in a double-blind 
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< -beeause of objections to the explorato- 
-.ry measures. However, some children 
. went into clinical remission and. did 
"mot come back for further medical 
< follow-up. We may conclude that we 
. were left with a sample loaded with 





-= stubborn cases or persistent mothers. _ 
Neither the clinical course nor the 
20 immunologic values showed substan- ^ 
. tial differences between the levami-- 

sole-treated and the. gebo i group. 







snes resporise.- 


to the intradermal antigens candidin 
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: manner. Only 15 “¢hildren completed | 
- the study. As far as we know, children - 
that did not finish did so primarily 


| The circulating T cells ironiei to 
© normal levels during the period of. 
observation, even in those patients 
| with persistent clinieal activity. Like- 
wise, the number of positive reactions | 


eaetivity in atopic dermatitis (prurigo Besnier}. 


A Rajka G: Delayed dermal and. epidermal 


and E E E in- 
creased at the end of the study, but 
fluctuations in the responses of five 


patients were seen. An allergic 
response to the patch-test challenge 
with DNCB initially failed to develop 
in seven patients. After three re- 
peated challenges that were two 
months apart, all of them became 
sensitized. The above immunologie 


- abnormalities i in our series of children 
with AD did not seem to be firmly 
established; time or repeated testing | 
was able to reverse them. The levami- 
m * sole-treated. group showed the same 
y- , He of reversal as the placebo 


group. 


| -The PHA-induced in vitro lympho- - 
"ue -eyte transformation remained under 
normal levels throughout the study 
«without great variations in any given 





patient. The spectrum of variation in 


IgE levels was great. However, the- 
levels remained abnormally high in 
those patients with initial high levels 
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normal levels, which shows poor c 
lation with the activity of the dise € 
These last two immunologic abnor 
malities appeared to persist in an 
given patient, regardless of the clini 
cal activity of the disease. | 

Our experience with levamisole. in 
AD is disappointing. The drug does 
not seem to modify the clinical course. - 
nor the results of the BRE : 
testing. | 
The levamisole was supplied by S. Erill, MD, of 


the Department of Pharmacology; the T-cell. 
determination and PHA induced-lymphoeyte 


transformation were performed by P. Garcia- 


Calderón, MD, of the Immunological Unit; and 
the IgE serum levels were determined by- 
Ferragut, MD, of the Department of Biochemi: 
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° Skin induration without internal organ 
involvement, blood and tissue eosinophil- 
ia, and fasciitis are features of diffuse 
: fasclitis. However, cellular infiltrates (lym- 
' phocytes, plasma celis, and eosinophils) 
may also be present in the dermis, fat, and 
muscle. Blood eosinophilia (mild and 
transient) and skin eosinophilia were 
Observed in about 20% of patients with 
‘systemic and localized scleroderma. 
(Arch Dermatol 114:1320-1325, 1978) 


| T 1974 Shulman’ described the asso- 
4 ciation of blood eosinophilia and 
skin induration that resembled sele- 
 roderma. The clinical picture was 
. characterized by rapid onset after 
physical exertion, skin induration of 
trunk and extremities, absence of 
Raynaud's phenomenon, and systemic 
involvement, inflammation, and 
| thickening of the fascia, and improve- 










was given for systemi 








uda restricted - to tan 










E n [etr in n all | 
se diffuse fasciitis. 


"Accepted for pene April 1 1978. 2: 
-From the Divisions of Dermatology, Hahne- 
ann Medical College and Hospital, Philadelphia 
Drs Fleischmajer, Shore, and Binnick), and 
Hospital Henri Mondor, Creteil, France (Dr Jaco- 
tot). ! 
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ent with corticosteroid therapy that. E 


he pathological finding | ppeare : o. 


severe cases were. io eti 4 
with diffuse fasciitis. A summary of 











er blood and skin eosinophilia may be 
associated with systemie and localized 
scleroderma. Six cases with a clinico- 
pathological picture that is compatible 
with diffuse fasciitis will also be 
reported. 


MATERIALS AND METHODS 


We studied 67 patients with systemic 
scleroderma; 15 had localized scleroderma 
and six cases were tentatively diagnosed as 
diffuse fasciitis. All cases that were classi- 
fied as systemie scleroderma included acro- 
sclerosis, Raynaud’s phenomenon (except 
one), and involvement of at least one other 
organ system besides the skin. The 
patients whose conditions were diagnosed 
as localized scleroderma had skin indura- 
tion without Raynaud’s phenomenon or 
involvement of another organ system. 
Most patients had an average of three 
WEC counts taken during a period of one 
to three years. Thirty-four biopsy speci- 
mens of. sclerodermatous skin with perivas- 
cular or diffuse cellular infiltrates were 


- selected. for this study; these included 20 
Specimens of systemic scleroderma, eight 
f loe 





alized scleroderma, and six of diffuse 


RESULTS - | 





patients 


the clinical picture for. the three 
groups is reported in Table 1. The 
WBC counts are reported in Table. 2. 


Skin Eosinophilia 


Skin eosinophilia (three or more 


eosinophils per high power field) was 





























present in six patients with systemic 
scleroderma and in two patients with 
localized scleroderma. The tissue eosin- 
ophilia was more severe in the latter 
‘group, one patient of which had linear 
scleroderma and the other generalized 
morphea. The rest of the cellular infil- - 
trates consisted of lymphocytes, plas- 
ma cells, and macrophages. 

All patients with diffuse fasciitis 
had moderate to severe tissue eosino- 
philia. Eosinophils were seen in the 
skin, subcutaneous tissue, fascia, and/ 
or muscle. They were located perivas- 
cularly or in the lumen of capillaries 
and were sometimes attached to endo- 
thelial cells. Eosinophils were also 
present between collagen bundles. A 
summary of blood and tissue eosino- 
philia is reported in Table 3. 

The cases described in “Report of 
Cases” were all classified as diffuse . 
fasciitis. 
















yn ud S es 
boplained of dysp- 
on mT eke duration. | 











plaque of about 5 x 15 em. tst oda porta | 
matous, markedly indurated, and bound to 
underlying. structures. He complained of 
pruritus. and pain and there was. moderate 


pitting edema of the ankle. 


Laboratory | Data.—ÀA complete - “WBC 
count showed 12%. eosinophils (absolute. 
count, 530/eu mm). Tests for antinuclear 
antibodies and rheumatoid factor were 
negative. Results of a urinalysis were 


normal. Findings from the following stud- 


ies were within normal limits: SGOT, lactic 


dehydrogenase, and creatinine phospho- 
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|. Case/Age, yr/Sex/Race 


Table 1.—Clinical Picture of Patients With Blood Eosinophilia* 


Duration, 
| Systemic scleroderma 
fo 1/56/F/B 
o BMMIFIW 


| 8/807F/W 


OA/51/F/W 
5/20UF/W —— 
_6/60/M/W — — 
7/61/F/W 
2 B/AB/F/W 
(0 9/64/F/W — 
—(.10772;F7W 
coo MAIER 
R 


2. "Localized ecleroderma 
AZUFANO- 


 2/48/F/W 
3/32/F/W 

Diffuse fasciitis 
1/582/M/W 


3/39/F/W 
4/T2/F/W 
5/45/M/W 
6/88/M/W ü 


Hemo- 
globin, 
se g/di WBCs/cu mm 
Systemic scleroderma 
12. 8 


1 
2 
3 
4 
5 
6 
7 
8 
9 


Localized Scieodenha 
1 1 2.5 


acta Tasciitis 
14.3 


“Absolute 
Count* 


Skin 
involvement 


Raynaud's 
Phenomenon 


_ Face, arms, hands, chest, abdomen 


Face, arms, hands, thighs 
Face, arms, hands, thighs 
Face, arms, hands 

Face, neck, hands, chest 


Face, arms, hands, feet 


Face, arms, hands, chest 


. . Face, arms, hands, legs, chest 
. Face, arms, hands 


. Face, arms, hands, legs 
. Face, arms, hands 
Face, arms, hands, chest 


Neck trunk, arms, se. dorsa of 
hands and feet 

Abdomen, supraciavicular area 

Arms, legs, feet, trunk 

Arms, legs, abdomen 

Arms, Tegs, trunk 


p s indicates the condition was present, and —, not present. 


Table 2.—White Cell Counts 


Blood | 
Eosinophils Neutrophiis 


| Meta- 
Segmented — Bands 


*The normal value is < 400 celis per cubic millimeter. 
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myelocytes 


Systemic Involvement 


Gastrointestinal 
Lung 


Atypical 


Baso- 


pos 


, Lymph- 


a sepes. cytes 
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kinase. The ESR was 21 mm/hr (Win- 
trobe). Findings from pulmonary function 
studies were normal. 

The patient was given prednisone, 40 mg 
to 20 mg daily, for six months with little 
improvement. At six months results of the 
following studies were either negative or 
within normal limits: antinuclear, antimi- 
tochondrial, and antismooth muscle anti- 
bodies; C3 and C4; and serum protein elec- 
trophoresis. Immunodiffusion studies 
showed the following values: IgG, 860 mg/ 
dl; IgA, 260 mg/dl; and IgM, 276 mg/dl. 
The ESR (Westergren) was 20 mm/hr. 
Results of laboratory studies disclosed the 
following values: hemoglobin, 16 g/dl; 
RBCs, 4,930,000/cu mm; WBCs, 7,300/cu 
mm; neutrophils, 90%; bands, 2%; lympho- 
cytes, 6%; and monocytes, 2%. 

Pathological Findings.—A skin biopsy was 
performed one month after the onset. The 
epidermis and upper dermis were essen- 
tially normal. In the lower dermis, there 
were mild cellular infiltrates, either peri- 
vascular or diffuse, that consisted of 
lymphocytes, plasma cells, and few eosino- 
phils. The most striking pathological find- 
ing was in the fascia and consisted of 
massive cellular infiltrates of lymphocytes, 
plasma cells, histiocytes, and eosinophils 
(Fig 1 and 2). Similar infiltrates were 
noted in the connective tissue of the muscle 
(Fig 3). A second skin biopsy was 
performed seven months from the onset. 
The epidermis was normal. The mid and 
lower dermis showed perivascular or scat- 
tered cellular infiltrates that consisted 
mostly of lymphocytes and plasma cells. 
Most of the subcutaneous tissue was 
replaced by thin, wavy collagen bundles 
(Fig 4). There were isolated islands of 
adipose tissue with cellular infiltrates. The 
fascia appeared thickened and eosinophils 
were still present. The muscle was essen- 
tially normal. 

Case 2.—Clinical Summary.—A flu-like 
syndrome developed in a 47-year-old man 
that consisted of fever, malaise, myalgia, 
weight loss (4.95 kg), and asthenia; it lasted 
for one week. At that time results of 
laboratory studies showed a fasting blood 
glucose of 300 mg/dl, glycosuria and keto- 
nuria, and a blood eosinophilia (eosinophils, 
882/cu mm) with a WBC count of 14,700/eu 
mm. The patient was given insulin injec- 
tion, 50 units daily, and a diet of 2,000 
calories containing 10% carbohydrates. 
During the next month, three additional 
blood cell counts showed an eosinophilia of 
15% (1,320/cu mm), 26% (3,094/cu mm), and 
49% (6,909/cu mm), respectively. Three 
months after the onset a nonpitting 
edematous infiltration of the skin devel- 
oped. There was no Raynaud’s phenome- 
non, dyspnea, or dysphagia. His blood pres- 
sure was 130/80 mm Hg. Findings from an 
eye examination were normal. 

The skin revealed diffuse erythema and 
induration involving the arms, dorsa of the 
hands, legs, upper trunk, and neck. The 
face, fingers, and toes were not involved. 
The skin showed a red-wine color and was 
firmly bound to the underlying structures. 
There was restriction of mobility of the 
elbows, wrists, knee, and ankles. There was 
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Table 3.—Blood and Tissue 
Eosinophilia 


Blood Skin 
Eosino- Eosino- 
philia philia 


rnm 
Ratio 96 


m 
Ratio % 


Systemic 

scleroderma 13/67 18 
Localized 
scleroderma 
Diffuse 
fasciitis 6/6 100 6/6 100 


6/20 25 


3/15 20 2/8 25 





also muscle atrophy involving the shoul- 
ders, thorax, and gluteal and thigh areas. 

Laboratory Data.—Stool examination for 
parasites was repeatedly negative. Pulmo- 
nary function studies showed moderate 
restrictive disease but normal gas diffu- 
sion. A roentgenogram of the upper 
gastrointestinal tract showed a normal 
esophagus. Results of kidney function 
studies were normal. Serum immunoglobu- 
lin and total hemolytic complement levels 
were within normal range. Antinuclear, 
antismooth muscle, antistriated muscle, 
and antimitochondrial antibody tests were 
negative. The bone marrow showed an 
increase in eosinophils and myelocytes. 

Pathological Findings.—A skin biopsy was 
performed from the inner aspect of the 
arm. The epidermis was normal while the 
papillary layer showed patent capillaries 
and mild perivascular cellular infiltrates 
that consisted of lymphocytes and numer- 
ous eosinophils. The upper reticular dermis 
was normal while the lower levels showed 
homogenization of collagen bundles and 
reduction in interfascicular spaces. The 
blood vessels were patent and were 
surrounded mostly by lymphocytes and 
histiocytes with few plasma cells and eosin- 
ophils. The subcutaneous tissue showed 
moderate fibrosis and numerous dilated 
capillaries with intravascular and per- 
ivascular eosinophils. A muscle biopsy of 
the anterior aspect of the lower portion of 
the leg was performed 18 months after the 
onset. There were cellular infiltrates in the 
fascia and endomysium that consisted of 
lymphocytes. There was no necrosis of 
muscle fibers. 

Treatment.—About 18 months after the 
onset, treatment with 40 mg of prednisone 
was begun. After ten months of follow-up, 
some improvement was noted on the chest, 
but the arms and legs remained the same. 
Blood eosinophilia reversed to negative 
after three weeks of prednisone therapy. 

Case 3.—Clinical Summary.—A 39-year- 
old obese woman had a one-year history of 
a large indurated plaque that was localized 
on the right side of the midabdomen. Eight 
months later similar plaques on the left 
side of the abdomen and right supraclavic- 
ular area developed. A skin biopsy speci- 
men was consistent with morphea. During 
the onset, antinuclear antibody tests were 
negative, results of an automated analysis 
system (SMA-12) were normal, and a blood 
count revealed a moderate eosinophilia 
(eosinophils, 424/cu mm). One year after 
the onset, three indurated plaques ap- 





Fig 1.—Case 1. Note inflammatory reaction 
in deep fascia. There is moderate fibrosis 
of subcutaneous tissue (hematoxylin- 
eosin, x 37). 


peared that were about 20 to 30 em in 
diameter, white-yellowish, slightly raised, 
and sharply marginated. There was no 
Raynaud's phenomenon and the patient 
denied dyspnea or dysphagia. 

Laboratory Data.—Results of an auto- 
mated analysis system (SMA-12), and 
complete blood count were normal; antinu- 
clear antibody tests were negative. 

Pathological Findings.— After one year 
the epidermis and papillary dermis ap- 
peared normal. The reticular dermis 
showed thick collagen bundles, reduction of 
interfascicular spaces, and perivascular 
cellular infiltrates that consisted mostly of 
lymphocytes and few histiocytes. In the 
lower dermis and the adjacent subcuta- 
neous tissue there were capillaries sur- 
rounded by plasma cells, lymphocytes, and 
an occasional eosinophil. The connective 
tissue trabeculae of the subcutaneous 
tissue and the fascia revealed a large 
number of perivascular or scattered eosino- 
phils, and few lymphocytes and histio- 
cytes. 

CasE 4.—Clinical Summary.—Swelling of 
the forearms and legs developed in a 72- 
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Fig 2.—Case 1. High magnification of fascia. Note cellular infil- 
trates consisting mostly of lymphocytes and histiocytes with few 
plasma cells and eosinophils (hematoxylin-eosin, original magni- 


fication x 250). 
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Fig 4.—Case 1. Skin biopsy specimen taken seven months after 
onset showing thickened fascia (F) and fibrosis of subcutaneous 
tissue (ST) (Masson's trichrome, original magnification x 100). 


year-old woman four months prior to 
examination. The problem rapidly evolved 
into severe skin induration accompanied by 
a weight loss of about 9 kg. She denied 
Raynaud’s phenomenon, dysphagia, or 
dyspnea. 

On physical examination there was 
marked skin induration involving the fore- 
arms, dorsa of the hands, the legs, and 
dorsa of the feet. Fingers and toes were 
normal. There was also moderate hyperpig- 
mentation. On her shins were multiple, 
shiny papules in a cobblestone arrange- 
ment and tense bullae and vesicles. Punc- 
ture of one blister disclosed a thick, muci- 
nous liquid. 

Laboratory Data.—The ESR was 18 mm/ 
hr (Wintrobe). Results of a urinalysis were 
normal. Rheumatoid factor, lupus erythe- 
matosus cell preparations, and VDRL were 
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negative. A chest roentgenogram was 
normal. A film series of the upper gastroin- 
testinal tract was normal and a barium 
enema showed diverticulosis of the colon. 
Results of a D-xylose tolerance test for 
malabsorption and Schilling’s test were 
negative. 

Pathological Findings.—There were a bul- 
la and multiple vesicles in a subepidermal 
location (Fig 5). The overlying epidermis 
revealed large areas of atrophy alternating 
with small zones of acanthosis. The blister 
fluid contained mostly eosinophils. The 
upper dermis showed edema and cellular 
infiltrates that were perivascular or dif- 
fuse, and that consisted of lymphocytes, 
histiocytes, eosinophils, and plasma cells. 
Similar cellular infiltrates were noted in 
the subcutaneous tissue. Fascia and muscle 
were not available for study. 





Fig 3.—Case 1. Muscle with cellular infiltrate consisting mostly of 
lymphocytes and plasma cells (hematoxylin-eosin, 
magnification X 400). 


original 





Fig 5.—Case 5. Note subepidermal blisters and moderate inflam- 
mation in subcutaneous tissue (hematoxylin-eosin, original 
magnification X 20). 


Case 5.—Clinical Summary.— During hos- 
pitalization for a myocardial infarction, 
skin induration involving the lower portion 
of the legs between the ankles and knees 
developed in a 45-year-old man. Within a 
few days there was involvement of the 
arms, legs, abdomen, and back of the neck. 
The hands and feet were not affected. Mild 
leg pain preceded the skin induration by 
four weeks. Past history included a 
previous myocardial infarction at the age 
of 42. The patient denied Raynaud's 
phenomenon, dyspnea, or dysphagia. 

Laboratory Data.—Results of the follow- 
ing laboratory studies were within normal 
limits: urinalysis, serum creatinine, auto- 
mated analysis system (SMA-12), serum 
electrolytes, and creatine phosphokinase. 
Tests for antinuclear antibodies, rheuma- 
toid factor, and LE cell preparations were 
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Table 4— 





-Cases Reported i With Eosinop 








jh ilic. Fasciitis or Diffuse Fasciitis 






| “Blood - 





























"Eatinophila" 
Age at MM 0 : 
Cases Onset, Areas mE No./ | Additional , 
Author Studied Sex yr involved % cu mm Pathological Findings Findings 
Shulman’ 4 M 53 Arms, legs 12 715 Fascia: thick, inflammation ESR: 39 mm/hr 


(lymphocytes, plasma cells) — Serum of globulin: 
- l | 4.4 g/di 
M 18 Arms, liegs — 37 ... Fascia: thick, inflammation ESR: 39 mm/hr 
15 1,308 (plasma cells, lymphocytes) Serum IgG: 4.1 g/di 
M 58 Arms, legs, chest 9 Ne Fascia: inflammation (plasma Bone marrow: eosino- 
| cells) philia, plasmacytosis 
l ESR: 83 mm/hr 
F 52 Arms, legs 6 935 Fascia: thick, lymphocytes Serum of globulin: 
12 bos 3.3. grdi 
ESR: 50 mm/hr 
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11-60 Arms, legs, hands, 8-29  416-2,725 Dermis; fibrosis Increase in serum of 
feet, abdomen, | Fat, fascia: fibrosis, inflamma- . globulin, IgG, and C3 
face |^ tion (lymphocytes, plasma levels in fascia and 

cells, histiocytes, eosinophils) _ muscle septa 





— Gaperton & 5 3M:2F 4-64 Arms, legs, trunk, — . . ... . Fat, tendon, muscle: inflamma- 





Increase in serum of 







Hathaway'* face, fingers ton ` globulin levels 
Dermis: eosinophils Rheumatoid factor: posi- 
tive, 2 cases 






Antinuclear antibody: 
positive, 1 case 
IgM in dermoepidermal 
function 
Schumacher? 1 M 28 Arms, legs 35 EN Dermis, fat, fascia, muscle: in- Abnormal electromyo- 
: flammation (lymphocytes, gram 
plasma cells); eosinophils in 
muscle . | 
Fat, epimysium, muscle: inflam- increase in serum igG, 
mation (mononuclear cells, IgM levels 
eosinophils) 


Arms, legs, chest, 2 Rus Fascia; inflammation Tem ESR: 48/mm hr 
abdomen celis, lymphocytes) Antinuclear antibody ti- 
ter: 1:16 | 
Serum IgG: 2,000 mg/di 




































Gray & Poppo? Arms, hands, neck 24 
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Camus et ai" Arm, leg, trunk 22-43 Muscle: inflammation (plasma increase in serum IgG, 
cells, lymphocytes, macro- IgA levels 
phages) 
M 41 Leg, trunk 20 ... — Dermis: sclerosis "uis | 
 Ansell et al 1 M 14 Hands, arms, leg, — 21 2,037  Dermis, fat: fibrosis, fibroblasts, ESR. 78 mm/hr 











tendon . lymphocytes 
Fascia, muscle: fibrosis, inflam- 
mation (plasma cells, lympho- 
cytes, histiocytes, occasional 























D E RS , eosinophil) - . 
Krauser & Tuthill'" - M X 22 Arms, fingers .15-20 . 1,050 Dermis, fat: lymphocytes increase | in serum n IgG 
TI i Fat: fibrosis level - 







Fascia: microcysts, myxoma- 
tous changes, plasma cells 










* *The articles are abstracts. 


T negative. The total hemolytic complement CASE n —Clinieal: Summary.-An 88-year- ble interest. Although diffuse fasciitis 
titer was normal The antistreptolysin O old man was seen in consultation at the — with blood eosinophilia may represent 
titer was 250 units. A ehest roentgenogram Long Island Jewish Hospital in New York a new entity, it is also possible that it 
‘` was normal except for slight. cardiomegaly. ^ for generalized skin induration of about may be an infer ral part of the sclero- 
` Results of pulmonary function studies two to three months' duration. The blood: d y | gr "e Ls t b 

. were essentially normal. Electromyogra- cell count revealed 19% eosinophilia and the erma compiex that has not been 


phy showed no evidence of myopathy or ^ skin biopsy. specimen showed inflamma- Previously recognized. Analysis of the 
neuropathy. A film series of the upper tion of the subeutaneous tissue and fascia. Cases reported (Table 4) and the pres- 
- gastrointestinal tract was normal | The clinical picture. of this. patient was ent study reveals considerable over- 
 Pathological Findings.-The epidermis identical to that of cases 4 and 5. The case lapping in the clinical picture and. 
“showed effacement of the rete ridges. The will be reported i in detail elsewhere. pathological and laboratory findings 


upper dermis revealed dense collagen between diffuse fasciitis and sclero- - 
bundles with some reduction in interfascic- 


-ular spaces and cellular infiltrates (mostl COMMENT derma. Shulman believes that diffuse. 
i b S of lymphocytes and histic- Clinical Features. fasciitis probably Tepresents a new 
E cytes. The lower dermis and the subcuta- of Diffuse Fasciitis entity on the basis of the following 
.. neous tissue showed fibrosis and perivascu- features: (1) episode of physical exer- 

lar infiltrates that consisted of numerous Shulman’s observation on the asso- tion preceding the onset; (2) painful 
. plasma cells, lymphocytes, histiocytes, and ciation of a scleroderma-like picture swelling and induration of the skin 
.. seattered eosinophils. .. and blood eosinophilia i is of considera- mainly on the arms and legs, although 
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Jnvolved; (3) flexion contractures; (4) 
absence of Raynaud’s phenomenon 
and internal involvement; (5) blood 
eosinophilia, and an increase in serum 
IgG levels and the ESR; (6) fascia 
thickened by fibrosis and perivascular 
infiltrates of lymphocytes and plasma 
cells; (7) normal skin, subcutaneous 
tissue, and muscle histological fea- 
tures; and (8) favorable response to 
corticosteroid therapy. It is notewor- 
thy that of 29 cases that have been 
reported (ineluding six from this 


series), 21 cases (72%) were male 


subjects. This sex incidence is most 
unusual for localized scleroderma 
where female subjeets prevail in a 3 to 
— 1l ratio" Unusual physical exertion 
^ prior to the onset was noted in several 
patients. ^^ In case 1 trauma pre- 
ceded the onset. The areas that were 


most commonly affected were the. 


arms, legs, and. trunk, although the 
face, hands, and fingers may also be 
involved (case 2)***'* The skin is 
severely indurated and tightly bound 
to the underlying structures. The 
surface may have a cobblestone 
appearance and puckering.'* The color 
may be slightly yellowish or consider- 
ably erythematous (cases 1 and 2) and 


-o. there may be swelling and pain. Atro- 


phy of the skin and lilac rings were 

. not noted, although they are frequent- 
ly seen in localized morphea. None of 
the cases that have been reported had 
Raynaud's phenomenon. In our exper- 
ience, the clinical picture of diffuse 
fasciitis is similar to generalized 
morphea, and it is not unlikely that 
some of the cases that were previously 
reported as generalized morphea may 
have been diffuse fasciitis. Further- 
more, since spontaneous remission has 
been noted with both disorders, 
response to corticosteroids should be 
cautiously interpreted. *? In this series, 


eases 1 and 2 appeared to respond 






ui Father poorly to corticosteroid thera- 


a ^ Blood emo is a transient but 

| rather striking. feature of diffuse 
fasciitis. The present study shows that 
moderate blood eosinophilia may also 
occur in systemie and localized scle- 
roderma. Rodnan et al" also noted 
peripheral eosinophilia, ranging from 
9% to 14%, in nine out of 16 patients 
with active linear scleroderma. The 
most severe states of peripheral eosin- 
ophilia in the present series were 
noted among patients with diffuse 
fasciitis. The cause of the peripheral 
eosinophilia is not known, although an 
allergic mechanism has been sug- 
.. gested." In none of our patients was 
-. the peripheral eosinophilia related to a 
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| the trunk, hands, and feet may also be 


drug reaction or a parasitic infesta- blo 


tion. 
. The Anatomic 
Structures involved 


There appears to be no general 
agreement as to the anatomic struc- 
tures involved in diffuse fasciitis. 
Aecording to Shulman,’ the patho- 
logical findings are restricted to the 
deep fascia, which becomes thickened 
by fibrosis and cellular infiltrates. In 
Shulman’s experience, eosinophils are 
not present in the fascia, and the skin, 
subcutaneous tissue, and muscle re- 
main normal. On the other hand, other 
authors noted inflammation of the 


. subcutaneous tissue and muscle as 


well. as tissue eosinophilia.*** In our 
series the upper dermis was usually 
normal or showed mild perivascular 
celular infiltrates of lymphocytes, 
histiocytes, and eosinophils. The most 


striking pathological feature was not- 


ed at the lower reticular dermis and in 
the trabeculae of the subcutaneous 
tissue; it consisted of cellular infil- 
trates of lymphocytes, plasma cells, 
and histiocytes. Eosinophils, which 
were intravascular and/or perivascu- 
lar, were present in all six cases. 
Fibrosis was noted in the lower reticu- 
lar dermis and in the subcutaneous 
tissue. The fascia was available in four 
specimens and, in three, there were 
dense cellular infiltrates of lympho- 
cytes, plasma cells, histiocytes, and 
eosinophils. There were three muscle 
biopsy specimens, two of which 
showed perivascular infiltrates while 
one revealed no abnormalities, Necro- 
sis of muscle fibers was not noted. 


inflammatory Reactions 


Inflammatory reactions involving .- 
the lower dermis and subcutaneous 5 


tissue are not uncommon in localized 


and systemie scleroderma; the cellular 


infiltrates consist of lymphocytes, 


plasma cells, and histiocytes.’ " Since | 


inflammation of muscle has also been 
well documented in systemic sclero- 
derma,’ the only distinct pathological 


feature in diffuse fasciitis is the 
involvement of the deep fascia. We do 








not know whether the fascia may be 
involved in scleroderma. However, 
Caperton et al'' refer to a case of 








diffuse fasciitis with pulmonary fibro- - 


sis, esophageal dysmotility, and poor 
response to corticosteroid therapy. In 
our series of cases of systemic sclero- 
derma, case 13 had Raynaud’s phe- 
nomenon, acrosclerosis, hyperpigmen- 
tation and hypopigmentation, esopha- 
geal involvement, a mild reduction in 
gas diffusion, arthralgia, a positive 
antinuclear antibody (1:640 dilution), 
a nucleolar pattern, and a transitory 


sinophilia and fasciitis represents a. 


Ann Intern Med 84:49-50, 1976. 


Eosinophilia and serologic abnormalities: Linear 


mm). À deep skin biopsy specimen : 
from this patient showed fibrosis of | 
the dermis, normal muscle, and a peri- . 
vascular inflammatory reaction in the. 
deep fascia that consisted of lympho- 
cytes and plasma cells. This observa- 
tion suggests that more biopsies of 
the deep fascia will have to be 
performed in localized and systemic 
scleroderma in order to determine’ 
whether the association of blood eo-. 


new entity or a newly recognized 
syndrome in the scleroderma com- 
plex, 


This study was supported by Public Health: 
Service research grant AM 17918 from the 
National Institutes of Health. 

Dr Emanuel C. Liss, Dr Cyrus Chess, and Dr 
Platt referred patients to this study. 
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Subcutaneous Mycosis Fungoides 


s Michael S. Proctor, MD; Norman M. Price, MB, ChB; Alvin J. Cox, MD; Richard T. Hoppe, MD 


. 9 In five cases of mycosis fungoides, 
previously treated with electron-beam 
therapy, subcutaneous nodules devel- 

. oped. Clinically, these lesions were 
thought to be epidermoid cysts or lipo- 
mas, but on biopsy were discovered to be 
subcutaneous infiltrates, three of which 
were diagnosed as mycosis fungoides. 
; The other two specimens showed only a 

i nonspecific subcutaneous infiltrate. 

There is no ready explanation for the 


- appearance of these lesions, but it is 
` speculated that they may be the result of 


.. inadequate penetration of the electron 
. beam to the depth at which some atypical 

. celis may originally have been located. 

Patients with mycosis fungoides who 
develop unusual subcutaneous nodules 
should be fully investigated so that appro- 
 priate and adequate therapy may be 
initiated. 

(Arch Dermatol 114:1326-1328, 1978) 


'he cutaneous expressions of my- 
Adel cosis fungoides have been shown 

to vary remarkably. A number of 
unusual patterns have been reported 


< in the literature."* The five electron 


à beam-treated patients described in 


- this article all had subcutaneous 


` nodules that were not recognized as 
being clinically related to their un- 
. derlying disease. Biopsies showed that 
“the nodules in three of the patients 
were, in fact, tumor nodules, while in 
-the other two patients, the nodules 
were composed of lymphoid cells that 
_ were not identified as neoplastic. 
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REPORT OF CASES 


Case 1.—This 48-year-old man was first 
seen at the Stanford University Medical 
Center, Mycosis Fungoides Clinic, in March 
1976, with an eight-year history of waxing 
and waning pruritic and scaling cutaneous 
plaques. In February 1976, the patient 
developed eutaneous nodules and ulcera- 
tions from which biopsy samples were 
taken; they were interpreted as mycosis 
fungoides, tumor stage. A right axillary 
node biopsy specimen was interpreted as 
dermatopathic lymphadenitis. The patient 
received 1,200 rads of orthovoltage radia- 
tion to. the. cutaneous tumors and ulcera- 
tions and then was started on electron 
beam therapy. After receiving 1,200 rads 
(of a planned 3,600 rads), the patient noted 
the development - of enlarging subcuta- 
neous nodules near his right axilla. Clini- 
cally these were thought to be lymph nodes, 
but histologic examination demonstrated 
mycosis fungoides infiltrating the subcuta- 
neous tissue (Fig 1 and 2). The right axilla 
was boosted with 6 meV photons to a total 
dose of 3,000 rads. The subcutaneous 
nodules resolved. Electron-beam therapy 
was reinstituted, and the patient received 
a full course of 3,600 rads. Daily topical 
treatment with mechlorethamine hydro- 
chloride was then initiated. The patient 
remained free of disease until July 1976, 


— when he developed two small subcutaneous 


nodules—one on his left calf and one on the 
left instep. In January 1977, the patient 
developed signs of an acute intra-abdomi- 
nal condition and, at laparotomy, 
retroperitoneal. masses underwent biopsy 
and were interpreted as. lymphoma. consis- 
tent with mycosis fungoides. Systemic 


chemotherapy and. supplemental radiation 


were instituted. Since that time, the 
patient has developed new lesions periodi- 
cally, which have responded to chemothera- 
py. His prognosis remains grave. 

Case 2.—This 75-year-old woman was 
seen at the Mycosis Fungoides Clinic in 
November 1976 with a six-month history of 
an extensive, erythematous, plaque-like 
eruption. Skin biopsy findings were inter- 
preted as diagnostic of mycosis fungoides. 
The patient received 3,600 rads of electron- 


beam therapy to her entire skin surface. 
with. orthovoltage boosts of 2,000 rads to 
her perineum, inframammary folds, and 
soles of her feet. In March 1977, the patient 
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developed a firm, mobile, subcutaneous 
nodule on her left forearm. The clinical 
impression was that of an epidermoid cyst 
or lipoma. The mass was excised and the 
histological interpretation was panniculi- 
tis. In the next six months, the patient 
developed two more subcutaneous nodules. 
Microscopic examination demonstrated 
lymphoma consistent with tumor stage 
mycosis fungoides (Fig 3). A review of the 
biopsy material from the original subeuta- 
neous nodule showed that it, too, actually 
had been mycosis fungoides. 

Case 3.—In 1971, this 84-year-old man 
developed left axillary and supraclavicular 
adenopathy and scattered erythematous 
patches over most of his skin surface. A 
biopsy specimen of the supraclavicular 
node was interpreted as Hodgkin’s disease, 
nodular sclerosing type. The patient was 
treated. with 4,000 rads of orthovoltage 
x-ray to the affected nodal areas, The skin 
lesions were not treated, and they 
persisted. In 1975, the patient was seen at 
the Mycosis Fungoides Clinic with severe 
pruritus and widespread plaques and 
nodules, some of which were necrotic and 
ulcerated. Biopsy samples of the skin and 
enlarged lymph nodes were. interpreted ; as 
mycosis fungoides. The patient received 
3,600 rads of electron beam therapy and 
boosts of 2,000 rads of. orthovoltage X-ray 
to the perineum and the soles of his feet. 
He was then started on topieal mechloreth- 
amine therapy. Within: e months recur- 
rent tumors appeared; these were treated 
with 1,200 rads of orthovoltage radiation. 
One month later the patien eveloped two 
small mobile subcutaneous nodules on the | 
left forearm and left side of the chest. 
These were excised- and interpreted "ss 







lymphoma, consistent with mycosis fun- — 


goides. The patient later developed numer- 
ous subeutaneous tumors and lymph- 
adenopathy. He received systemie chemo- 
therapy, but his condition continued to 
worsen and he died a year later. - | 
Cask 4.—This 52-year-old male patient 
developed extensive pruritic erythematous 
plaques over most of his body during the 
1960s. The patient was referred to the 
Mycosis Fungoides Clinic in 1975, at which 
time a diagnosis of mycosis fungoides was 
made. Lymph node biopsy findings were 
interpreted as dermatopathic lymphadeni- 


tis. The patient was treated with 3,600 rads 


of electron-beam therapy to his skin 











Fig 1.—Dense lymphomatous infiltrate in subcutaneous tissue (case 1, hematoxylin- 


eosin, original magnification x 25). 





Fig 2.—Cells with atypical nuclei and mitoses (case 1, hematoxylin-eosin, original 
magnification x 300). 


surface, with boosts of 2,000 rads of ortho- 
voltage x-ray to his perineum and soles of 
his feet. The patient remained free of 
disease for six months, after which he had 
a recurrence of numerous erythematous 
plaques. A skin biopsy sample was consis- 
tent with mycosis fungoides, and the 
patient was started on topical mechloreth- 
amine therapy. Three months later the 
patient became erythrodermic and was 
found to have generalized lymphadenopa- 
thy. He was placed on psoralen and ultravi- 
olet-A light (PUVA) therapy, which was 
temporarily interrupted by the develop- 
ment of Kaposi's varicelliform eruption. In 
April 1977, the patient developed a firm 
mobile subeutaneous nodule on the lateral 
aspect of the right elbow. The histological 
interpretation was subcutaneous inflam- 
matory infiltrate and fibrosis. The patient 
has continued on PUVA therapy and has 
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remained disease-free. 

Case 5.—This 33-year-old woman ini- 
tially was seen at the Mycosis Fungoides 
Clinic because of a six-year history of skin 
plaques. Skin biopsy findings were inter- 
preted as mycosis fungoides, and an ingui- 
nal node biopsy specimen was read as 
dermatopathic lymphadenitis. The patient 
subsequently received 3,600 rads of elec- 
tron-beam therapy to the skin surface with 
an additional 2,000 rads of orthovoltage 
x-irradiation to her perineum, inframam- 
mary areas, and soles of the feet. The 
patient was subsequently placed on topical 
mechlorethamine therapy. After four 
months, numerous scattered erythematous 
plaques were observed and treated with 
4,000 rads of local orthovoltage x-ray ther- 
apy. Two years after the completion of 
electron-beam therapy numerous cuta- 
neous nodules were observed. A biopsy 
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Fig 3.—Dense lymphomatous infiltrate in 
subcutaneous tissue (case 2, hematoxylin- 
eosin, original magnification x 15). 


indicated a histological diagnosis of subcu- 
taneous inflammatory infiltrate. The re- 
current plaques and subcutaneous nodules 
were treated with local orthovoltage 
x-irradiation, and the patient continued 
topical applications of mechlorethamine. 
The patient remains in stable condition. 


HISTOLOGICAL 
INTERPRETATIONS OF 
SUBCUTANEOUS NODULES 


Cases 1, 2, AND 3.—The subcuta- 
neous tissue contained a massive infil- 
trate that separated individual fat 
cells, pervaded the septa, and in foci 
formed sheets that replaced the 
preexisting tissue. This infiltrate was 
composed almost exclusively of mono- 
nuclear cells with large, frequently 
hyperchromatic and folded nuclei. 
Many mitotic figures were present. 
Scattered throughout the infiltrate 
were proliferated fibroblastic and vas- 
cular elements and areas of hemor- 
rhage. A minimal perivascular infil- 
trate was present in the dermis of the 
specimen from case 3, while no infil- 
trate was observed within the epider- 
mis. In cases 1 and 2, only the subcu- 
taneous layer was excised during 
biopsy: no epidermis was obtained, 
but the small amount of dermis pres- 
ent showed only a scant infiltrate— 
interpretation: lymphoma, consistent 
with mycosis fungoides (Fig 1 
and 3). Ev 

Cases 4 AND 5.—Throughout the 
dermis and extending into the subcu- 
taneous fat was a scattered, moderate, 
and focally marked infiltrate com- 
posed primarily of regular lympho- 
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Case/Sex/ 
Age, yr 
1/M/48 
2/F/75 
3/M/84 
4/M/52 
5/F/33 


initial Extent 


























































Generalized plaque 





Erythrodermic 
Generalized plaque 





*First evidence of recurrence of disease. 


-cytes with an abundant component of 
eosinophils and scattered plasma cells. 
Areas of greatest infiltration were 
associated with vessels showing endo- 
thelial swelling and proliferation. 
. Within the subcutaneous tissue were 
areas of fibroblastie proliferation and 
 eollagen —deposition—interpretation: 
inflammatory infiltrate (no tumor 
. cells identified). 


COMMENT 


Atypical manifestations of mycosis 
. fungoides include the tumor d'emblee 
_ type, the erythrodermic type, alopecia 
^mucinosa, and the granulomatous, 
pustular, bullous, and  verrucous 
types.'* There have also been reports 
. of mycosis fungoides lesions resem- 
bling dermatitis herpetiformis, pso- 
riasis, seborrheic dermatitis, fixed 
"drug eruption, contact dermatitis; 
dermatophytosis, and lymphomatoid 
papulosis.” The deeply located nodular 
lesions that were observed in our 
three patients may represent an 
extremely unusual clinical manifesta- 


| of the disease by electron-beam thera- 


- early reference to deep, nonprominent 
 dermal or subeutaneous nodules with 
a flat surface.^ The histopathologic 
findings were not described: 

. The lesions. of mycosis fungoides 
"described in this article were firm, 
mobile, subeutaneous nodules, cyst- or 
- lipoma-like, varying in diameter from 
-0.5 to 3 em, with a normal-appearing 


." ^i. Bluefarb SM: Cutaneous Manifestations of 

the Malignant Lymphomas. Springfield, 1H, 

: Charles C Thomas Publisher, 1959, pp 67, 70. 

^ 2. Hallopeau H, Besnier F: On the erythema- 

dermia of mycosis fungoides. J Cutan Genitou- 

pin Dis 10:453, 1892, o 

3. Vidal E, Brocg L: Etude sur le mycosis 

Junges. Frane Med 2:946; 957-969, 1885. 

-. . 4 Ackerman AB, Flaxman BA: Granuloma- 
tous mycosis fungoides. Br J Dermatol 82:897- 

401, 1970. 


Electron-Beam Therapy 












tion of the disease process or a result — 
of an alteration of the natural course | 


. py. We were able to find only one . 


‘skin surface. They were asymptomat- . 
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. Relationship of Appearance of Subcutaneous Nodules. to initial Extent of Disease 
Electron-Beam n Therapy, and Recurrence of Disease 


Interval, mo 


From Electron-Beam 
Therapy to Appearance of 
Subcutaneous Nodules 


i During therapy 


Disease-Free Alter 





ic and occurred in patients who had 


previously received or were receiving 
the eleetron-beam therapy for their 


disease. Two of the patients had 
active skin disease at the time of 


appearance of the nodules while one 


did not. These nodular lesions differed 
from the usual upper dermal nodules 
described in late stage mycosis fun- 
goides in that they were deeply 
located in the subcutis and had little or 
no infiltrate in the overlying epider- 
mis or epidermis (Fig 3). 

The clinical stage of the disease 
may have had some relationship to the 
appearance of the nodules (Table). 
Patients 1 and 3 had tumor stage 
myeosis fungoides at the time of 
initial diagnosis. The nodules were 
noted to have developed at three 
different points with respect to elec- 
tron-beam therapy: during treatment 
(patient 1); as the initial manifesta- 
tion of recurrent disease (patient 2); 
and as an additional component of the 
disease in a patient who had already 


experienced recurrence (patient 3). 


The third patient was receiving topi- 


eal mechlorethamine hydrochloride 


therapy when the nodules developed. 
The electron-beam therapy that 
these patients received may have had 
a bearing on the development of these 
lesions. The 50% depth dose of our 


i electron beam is approximately - 11. 
em, and no irradiation i is delivered toa 







depth greater than. 2. 2 c em. Hm *.8i NCE 
these lesions ds e vated in” 
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Histological ` 
Interpretation 
Lymphomatous infiltrate 
Lymphomatous infiltrate 
Lymphomatous infiltrate 

Inflammatory infiltrate 
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electron-beam therapy and had es- 
caped the therapeutic effect of the 
radiation because of their deep posi- 
tion. This possibility i is emphasized by 
patient 2, in whom the subcutaneous 
nodules were the initial manifestation 
of recurrent disease, and also by 
patient 1, in whom the subeutaneous 
nodules developed during beam thera- 
py. 

As noted in patients 4 and 5, not all 
of the subcutaneous nodules in the 
treated patients were recognized as 
tumor. These two patients both had 
recurrent plaque stage mycosis fun- 
goides, but their subcutaneous nodules 
were interpreted as inflammatory 
infiltrates and not as lymphoma. 
These inflammatory lesions developed 
11 and 25 months after electron-beam 
treatment, while those nodules with a 
lymphomatous histology all occurred 
within six months of beam therapy. It 
is possible that these apparently 
inflammatory nodules simply under- 
went biopsy at a stage of evolution 
without the characteristic features of 
lymphoma. A further possibility, sug- 
gested by the reinterpretation of the 
lesion in case 2, is that the histological 
study failed to identify the observed 
mononuclear cells: as neoplastic. 

In mycosis ` fungoides patients 


treated with the. electron: beam, the 


appearance of rapidly: growing subeu- 
taneous nodules should alert the 
physician to the possibility that these 
nodules may represent new manifes- 
tations of the disease. Early confirma- 
tion by biopsy is. essential to ensure 
adequate. treatment. Lu 





goides. South Med J 67: 1492-14 , 1974. 
9. Price NM, Fuks ZY, Hoffman. TE: Hyper- 





keratotie and verrueous features of mycosis 


fungoides. Arch Dermatol 113:51-60, 1977. 

10. Wickham M: Sur des nodules. Ann Derma- 
tol Syphylol 3.7:1425-1426, 1896. 

11. Hoppe RT, Fuks ZY, Bagshaw MA: The 
rationale for curative radiotherapy in mycosis 
fungoides. Int J Radiol 2: 843-851, 1977. 


Subcutaneous Mycosis Fungoides—Proctor et al 

























Immunofluorescence of Biopsy Specimens 


Comparison of Methods of Transportation 


e immunofluorescence findings for 
IgG, IgA, IgM, and C4 on biopsy speci- 
mens quick frozen and transported frozen 
were compared with findings on portions 
of the same biopsy specimens placed in 
holding solution and transported at am- 
bient temperatures. A total of 52 biopsy 
specimens were examined from normal 
individuals and patients with systemic 
lupus erythematosus (SLE), discoid lupus 


erythematosus (DLE), pemphigus, pem- 


phigoid, and dermatitis herpetiformis. 


Overall agreement of results was 90%: 
-88% in SLE; 50% to 66% in DLE, 96% in 
‘pemphigus; 92% in bullous pemphigoid; 


and 87% in dermatitis herpetiformis. 


Except for two of the 42 biopsy speci- 


mens, the combined IgG, IgA, IgM, and C4 
findings were the same. in one DLE case, 
only the frozen biopsy specimen was 
positive. in one case of dermatitis herpeti- 
formis, only the ambient temperature 
biopsy specimen was positive. Results 
indicate the holding solution at ambient 
temperature can be used in place of the 
frozen method. l | 


/ (Arch Dermatol 114:1329-1332, 1978) _ 


^.^. "Tmmunofluoreseence of skin biopsy 


| specimens can be of diagnostic 
value in cases of pemphigus, bullous 
pemphigoid, dermatitis herpetifor- 
mis, systemic lupus erythematosus 
(SLE), and discoid lupus erythema- 
tosus (DLE). The most common 
procedure for the clinician to handle 
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specimens is to immediately quick 
freeze the speeimen and transport it 
to the laboratory in the frozen state.’ 
Transportation of frozen ‘tissue can 
present technical difficulties that pre- 
vent the routine use of this diagnostic 
test. Recently, a solution that con- 
tained ammonium sulfate, N-ethyl- 
maleimide, and magnesium sulfate in 
a citrate buffer has been developed 
for transporting biopsy specimens at 
ambient temperatures.’ In their pre- 
liminary study, comparable results 
were observed with frozen tissue and 
tissue placed in the holding buffer. 
The study undertaken here examined 
the efficacy of transporting biopsy 
specimens at ambient temperatures. 


MATERIALS AND METHODS 
Biopsy Specimens 


individuals were studied by immunofluo- 


rescence. These included ten specimens 


from ten normal individuals, seven speci- 


mens from four patients with SLE, ten 
specimens from eight patients with DLE, 


nine specimens from eight patients with 


pemphigus, eight specimens from five 
patients with bullous pemphigoid, and 
eight specimens from eight patients with 


dermatitis herpetiformis. Informed con- 
sent for the biopsies was given after the 


nature of the biopsy was explained. 
Patients with SLE were classified accord- 


ing to the preliminary criteria for SLE' 


and fulfilled four or more of the criteria. 
Patients with DLE had typical clinical and 
histological features. Patients with pem- 
phigus and bullous pemphigoid had typical 
clinieal and histological features, as well as 
intereellular antibody titers and basement 
membrane antibody titers, respectively. 
Patients with dermatitis herpetiformis 
had typical clinical features. 

Punch biopsy specimens, 5 mm in diame- 
ter, were taken from sites anesthetized 
with ethyl chloride. Specimens of lesion 
and normal skin were divided into two 


Russell J. Nisengard, DDS; Maryla Blaszezyk, MD; Tadeusz Chorzelski, MD; Ernst Beutner, MD 


parts. Half was frozen immediately in 
liquid nitrogen and stored frozen until 
processed for immunofluoreseence in War- 
saw, Half was placed into holding solution* 
and sent by air st ambient temperature 
from Warsaw to Buffalo, NY, for subse- 
quent immunofluorescent tests. Delivery 
time averaged two weeks, and tissue Was. 
tested within one week. The solution for - 
transport consisted of 3.12M ammonium . 
sulfate, 0.005M N-ethylmaleimide, and | 
0.005M magnesium sulfate in 0.025 M- 
citrate buffer, pH 7.0. 


 Immunofluorescent Tests 


Biopsy specimens transported in holding 
solution were processed by first washing 
them three times for ten minutes with 
approximately 5.0 ml of holding solution 
that did not contain the 3.12M ammonium 


sulfate. After the wash, the specimens. 
. were frozen at —20 °C. Frozen cryostat-eut. 
| ~~ geetions, 4 p thick, served as substrates for 
A total of 52 biopsy specimens from 43 — the dir 











irect immunofluorescence done on. 
the half of the specimen that was. 


initially quick frozen and the half placed in. 


holding solution. 


Direct immunofiuorescent tests were- 


performed for localization of IgG, IgA, 


IgM, and, in some eases, C4, with fluores- 
cein-labeled goat antihuman IgG, IgA, 
IgM, and C4: The range of fluorescein/ 
protein molar ratios was 3.6 to 4.8 for the- 


anti-IgG conjugates; 2.4 to 45 for the ^ 


anti-IgÀ conjugates; Z1 to 3.6 for the . 
anti-IgM conjugates; and 2.1 to 2.4 for the 


anti-C4 conjugates. The antibody concen- - 


trations of the conjugate test dilutions 
were approximately 50 ug/ml for the anti- 


IgG conjugates; 100 ug/ml for the anti-IgA — 


and anti-IgM conjugates; and 1 unit/ml for 
the anti-C4 conjugates. 


At least three biopsy sections selected — 


from different portions of the specimen 
were stained with each conjugate. Results | 
were read with either a fluorescent miero- | 
scope equipped with incident illumination, 
mercury arc light source, and excitation 
filters or a microscope equipped with 
transmitted illumination via a mercury arc 
light source and excitation filter. Both 
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Table 1.—Dermoepidermal Junction Staining in Skin Biopsy Specimens From Cases of Lupus Erythematosus - 


IgG m IgA — . igM 7. C4 l 
g | 9 3 i : 
A* F* A F A F A 


Lesion Normal Lesion Normal Lesion Normal Lesion Normal Lesion 


_ Case No. Normal Lesion Normal Lesion Normal Lesion Normal 
Systemic lupus 
erythematosus 
NE. 





* A is ambient-temperature collection and transportation; F is frozen collection and transportation. 
- + Negative is — and +; plus signs are degree of positive fluorescent intensity; ND is not done. 


Pemphigus eA. e A gy pt 
Case No. Normal Lesion Normal Lesion Norma Normal Lesion Normal Lesion 
: NDt ND 
57 ND. 
ape = uu MA. 

REG 


Total 
negatives 


*Ais ambient-temperature collection and transportation; F is frozen collection and transportation. 


t Plus signs are degree of positive fiuorescent intensity; negative is — and +; ND is not done, 
t Biopsy site from case 4 was at edge of lesion, including both lesion and adjacent normal skin. 


Table 3.—Basement Membrane Zone Staining (BMZ) in Skin Biopsy Specimens from Cases 


IgG-BMZ IgA-BMZ IgM-BMZ- 
: r j kd y ^ ce: Nemini a i tmt mmt M s 
Bullous A* Fe — A F. A F 
Pemphigoid pra e BU aa pee incite tie. es Pere M Li E puc seeded i v THEMEN E DETENER. 
Case No, Normal Lesion Normal Lesion Normal Lesion Normal Lesion Normal Lesion — Normal Lesion 
1 +t + HHHH f ++ TG deER ~- == m = —. 
2 ++ t+ met tt ttt F444 T sates iia ae 4 ME, -= o 
3 ++ + ++ +++ ++ + +++ tet — — - = 
4t + ~ -— | ee | m w 
| 5 x * "» 4 — — m ++ n = MUN 
Total | 
negatives 1 2 : 4 E 2 8 8 : 


* A is ambient-temperature collection and transportation: F is frozen collection and transportation. 
T Plus signs are degree of positive fluorescent intensity; negative is — and +; ND is not done. 
+ Biopsy site from case 4 was at edge of lesion, including both lesion and adjacent normal skin. 
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+ 


microscopes 


gave comparable results. 
Staining patterns were read in terms of 
intensity and graded from + to +++. 
Reactions graded as + were considered 
negative, 


° RESULTS 
Biopsy Specimens 
From Normal individuals 


With one exception, ten skin biopsy 
specimens from ten subjects that did 
not have skin diseases were negative 
for deposits of IgG, IgA, IgM, and C4 
in the intercellular spaces of the 
epithelium, the basement membrane 
zone, and at or below the dermoepi- 
dermal junction. In one subject, IgM 
was observed at the dermoepidermal 
junction in only one of the three 
sections from the specimen half that 
was transported in holding solution 
(A), but not in the portion that was 
frozen (F). This was not regarded as a 
positive finding. 


Biopsy Specimens From Patients 
With Lupus Erythematosus 


Seven biopsy specimens from pa- 
tients with SLE were examined by 
direct immunofluorescence (Table 1). 
While some differences in the intensi- 
ty of the staining of deposits at the 


. . dermoepidermal junction were ob- 
6. Served between frozen biopsy speci- 
- mens and biopsy specimens trans- 


m ported in holding solution, the number 
Of positive findings were similar. 


Immunoglobulin G staining was mu- 


tually observed in both the A and the 


F halves of six biopsy specimens. The 
part of one normal skin biopsy speci- 
men No. 1 in Table 1 transported in 
holding solution was negative, while 
the portion that was frozen had both 
negative and positive sections. Com- 
parable results in the A and F portions 
of biopsy specimens were observed for 
IgA and IgM. 

Biopsy specimens from the eight 


< eases of DLE included eight speci- 


mens from lesions and two from 
normal skin (Table 2). With the eight 


illous Pemphigoid 
C4-BMZ 
A F 
EREL PEET ET 
Normal Lesion Normal Lesion 

++ T +++ NDT 

+++ +H ND ND 

T + ND ND 

+ ND | 

—4 - ++ 
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lesional biopsy specimens, four 
showed IgG staining along the der- 
moepidermal junction by both meth- 
ods, three were only positive with the 
F half and one was only positive in the 
À half. Staining of A and F lesions for 
IgA occurred in two of seven speci- 
mens and was negative in three of 
seven. In two biopsy specimens, IgA 
was only seen in the F half of the 
specimen. Most lesions had no IgM 
deposits. Both A and F halves were 
negative in five of seven specimens. 
In one specimen, IgM was only seen in 
the A half, and in another IgM stain- 
ing was only observed in the F 
portion. Complement staining was 
compared in two specimens; one was 
positive and one was negative in both 
A and F specimens. 

Two normal biopsy specimens from 
eases of DLE were studied. One was 
positive for IgG, IgA, and C4, only in 
the A half, and one had some positive 
sections for IgA only in the F half. 


Biopsy Specimens From 
Patients With Pemphigus 
and Bullous Pemphigoid 


A total of nine biopsy specimens 
from cases of pemphigus were trans- 
ported by the A and F methods and 
were examined for IgG, IgA, and IgM 





intercellular deposits (Table 3). The 
same results were seen for IgG and- 
IgM deposits in the specimens and in © 
eight of the nine specimens stained ` 
for IgA. In specimen No. 4 of Table 3 - 
IgA intercellular deposits were only . 
seen in the F portion, but not in the A | 


portion. In this same specimen, the A | 
and F portions were both positive for 
IgG. 

Eight specimens were compared for 
basement membrane zone deposits. Of - 
those tested, seven of eight gave simi- 
lar results for IgG, IgA, IgM, and C4. 


The biopsy specimen of the lesion > 


from No. 1 in Table 3 gave the same 
results for IgM. Only the A portion of © 
this specimen was positive for IgG. 
and IgA. | 


Biopsy Specimens From Patients .. 
With Dermatitis Herpetiformis | 


Eight specimens were compared for 
IgG and IgA linear deposits along the 
basement membrane zone and for 
granular or fibrillar deposits in the- 
dermal papillae below the basement 
membrane (Table 4). Similar IgA 
immunofluorescence findings were 
seen in seven of the eight biopsy 
specimens. In the eighth specimen 
(No. 2 of Table 4), IgA was only 
observed in the A-portion. 


Table 4.—Basement Membrane Zone Staining in Dermatitis Herpetiformis 


negatives 





* A is ambient temperature collection and transportation; F is frozen collection and 


transportation, 


t Negative is — and +; plus signs are degree of positive fluorescent intensity. 


t ND is not done. 







Cases 


Table 5.—Agreement of iImmunofluorescent Results Between 
Frozen and Ambient-Temperature Collection and Transportation 
| No. of Tests in Agreement 3 

per Total Tests* 






Agreement, % 










* Tests for deposits of IgG, IgA, IgM, or C4 in 52 skin biopsy specimens. 


+ SLE is systemic lupus erythematosus. 
+ DLE is discoid lupus erythematosus. 
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COMMENT 


Immunofluorescent testing of skin 
biopsy specimens would be more 
readily available if specimens did not 
have to be quick-frozen and trans- 
ported frozen to laboratories. Such 
specimens could be routinely taken in 
a physician's office, rather than 
—A requiring complex preparation in a 
hospital. The holding solution first 
reported by Michel et al? and later 
studied by Stabenow* and Skeete and 
Black’ appears to meet this need. The 
_. study results reported here indicate 
. that the transportation of biopsy spec- 
. imens in holding solution provides a 
. good alternative to the frozen tech- 
niques now most commonly used. 
| There was a high degree of agreement 
between immunofluorescent test re- 
sults for either IgG, IgA, IgM, or C4 
on frozen biopsy specimens and those 
transported in holding solution (Table 
5) Overall, there was a 90% agree- 
ment. This ranged from a low of 50% 
to 66% in DLE to a high of 96% in 
pemphigus. This percentage agree- 
ment could probably have been 
increased by the testing of additional 
. tissue sections or biopsy specimens 
. since immunoglobulin and comple- 
ment deposits are not always uni- 
formly distributed, but may be focally 
deposited. 

Divergent findings were observed 
between the results reported here and 
those of Skeete and Black; They 
observed that the intensity of fluores- 
. cence faded and became absent in 
. Some cases when biopsy specimens 
were left in the holding solution for 
. three to five days. They suggested 
-~ that the holding solution would only 
| give consistently reliable results if 
specimens were in the solution for one 
day or less. Considerably longer time 
. intervals in holding solution were used 
jn our study, averaging two weeks. 

Even with this longer time, compara- 


ble results were seen in À and F 


techniques. Several factors may be 
responsible for these differences: the 
thiekness of the biopsy specimen 
. sections; the pH of the holding solu- 
tion; and the antibody concentration 
of the eonjugate at test dilutions. 
. Thick sections, holding solutions at pH 

5 or less, and low antibody concentra- 
. tions of conjugates may yield more 
' variable immunofluorescence find- 
ings. With the fluorescent test system 
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reported here, “artificial” pemphigus 


biopsy specimens have also been 
prepared by incubating monkey skin 
and human gingival organ cultures 
with sera containing intercellular an- 
tibodies. Twenty-four hours after fix- 
ation of the antibodies, the tissue was 
divided in half: Half was quick-frozen 
with liquid nitrogen and stored at —70 
°C for five days, and half was placed 
in holding solution for five days. Both 


halves were sectioned and stained by - 


direet immunofluorescence together. 
In five experiments, no differences 
were observed in the intensity of fluo- 
rescence between the frozen tissue or 
the tissue in holding solution for five 
days. 

Àn important consideration is 
whether false-negative findings oc- 
curred with biopsy specimens in hold- 
ing solution. While approximately 10% 
of the test results for IgG, IgA, IgM, 
and C4 differed between the two 
methods of handling biopsy speci- 
mens, false negatives could be mini- 
mized by staining for IgG, IgA, IgM, 
and complement. In the study re- 
ported here, negative findings (no 
staining for IgG, IgA, or IgM) from 
the comparison of the A method with 
the standard F method would only 
have occurred in one ease of DLE (No. 
6 of Table 2). On the other hand, in one 
case of dermatitis herpetiformis, de- 
posits of IgA were only seen by the A 
method. Whether these truly were 
false negatives or a result of focal 
deposits of immunoglobulins in only a 
portion of the biopsy specimen could 
not be determined by the methods 
used. 

Possibly false-positive results may 
have occurred in two of 52 specimens. 
Test results from a specimen that was 
from a normal person with no skin 
lesions and that was placed in a hold- 
ing solution showed deposits of der- 
moepidermal junction, which was a 
cause for concern. This was not 
considered positive since it was only 
seen in one biopsy specimen stained 
for IgM, but not observed in tests of 
normal specimens for IgG, IgA, or C4. 
A false-positive reaction was also 
suggested by deposits of IgG and IgA 
in a normal biopsy specimen that was 
transported in holding solution from a 
DLE case (No. 3 of Table 2). Usually, 
normal biopsy specimens are nega- 
tive. It is possible that these were not 
false-positive reactions, but true posi- 


tive results. 1f only small amounts of 


immunoglobulin were present, they» 
could be precipitated and fixed in the 
tissue by the ammonium sulfate in the 
holding solution. With frozen biopsy 
specimens a similar false positive may 
have occurred in a specimen from a 
DLE case, (No. 6 of Table 2) where the 
same sections had deposits of IgA 


along the dermoepidermal junetion. 


Some differences were noted in the 
intensity of immunofluorescent stain- 
ing between frozen biopsy specimens 
and those from holding solution. Spec- 
imens from holding solution some- 
times had less intense staining. Mod- 
ifications in the holding solution may 
improve the intensity of staining and 
may minimize the low incidence of 
false positives. Another important 
factor that must be evaluated is the 
stability of the holding solution. Such 
a question is of practical importance. 

The results reported here indicate 
that skin biopsy specimens. can be 
collected and transported in holding 
solution for immunofluorescent tests. 
This procedure was found to correlate 
closely with the widely used frozen 
techniques. The simplicity of trans- 
porting biopsy specimens in holding 
solution should enhance the availabili- 
ty of immunofluorescent tests. 


This study was supported by Publice Health 
Service grant DEO3408 and the Immunofluores- 
cence Testing Service. 
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Sea Algae Toxin (Debromoaplysiatoxin) 


‘Dermatitis From Purified 


Anne E. Solomon, MB, MRCP, Richard B. Stoughton, MD 


* Cutaneous inflammation was induced 
by debromoaplysiatoxin, a purified toxin 
extracted from Lyngbya majuscula Go- 


mont. This alga causes a seaweed derma- 
titis that occurs in persons who have 


-swum off the coast of Oahu in. Hawaii. By 


A topical application, the toxin was found to 





roduce an irritant pustular folliculitis in 


du humans and: to: cause a severe cutaneous 


hakdess mice 7 
(Arch Dermatol 114 1233-13. 335, 1978) 


Tihe first wu ded. ou 

A break of ‘seaweed dermatitis 
among bathers using the windward 
beaches of the island of Oaku, Hawaii, 
oceurred during July and August 
1958. Work in that year and during 





^... the subsequent two years showed that 

—.. the disorder was a primary-irritant, 

.. ` Beute, 
E caused by strands of a toxic strain of 


vesicular contact dermatitis 


the alga Lyngbya majuscula Gomont, 
which was possibly uprooted from the 
ocean depth by occasional tide 
changes following storms that occur 
yearly during the late summer.?^ The 
toxic factor was first isolated and 
characterized ears later; when it 
was found to have dermonecrotic 
activity following. injection into the 
shaved abdominal skin of white mice, 
and to cause an acute inflammatory 
reaction with necrosis of the epider- 







nto the abdominal skin of guinea 


Dc i TDA 7) (Fig 1) was extracted from the 


closely related alga, L gracilis. Go- . 
mont? and was shown to be presentin |. 


a sample of dermatitis-producing - L 


toxin had previously been isolated 
from the midgut gland of the sea hare 
Stylocheilus longicauda, and han- 
dling of this extract had been found to 
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_ mis and upper dermis following i injec- - 


.In 1976, debromoaplysiatoxin 7 


cause reddening and swelling of the 
mucous membranes of the eyes and 
nose, while accidental skin contact 
produced redness and pus. It is known 
that Lyngbya sp is a preferential food 
source of S longicauda, and it is likely 
that this is its source of DAT." 

We were able to obtain some DAT 
to eharaeterize its topical cutaneous 
activity further. This article is an 
account of these experiments. 


MATERIALS AND METHODS. 


The white crystalline DAT was dissolved : 
in 100% ethanol to make 0.5%, 0.05%, - 


0.005%, 0.0005%, and 0.00005% solutions. 
The control solution was 100% ethanol. 
These solutions were then stored at +4 °C 
until used. 


Animal Experiments 
Initially, three female hairless mice 
(strain HRS/J) per group were used, and 
10 wl of the given material was applied to 


the back of each. Some mice were observed - 
for macroscopic appearances. Skin biopsy 


specimens were taken from other mice at 
various time intervals. The biopsy speci- 
mens were fixed in buffered 10% formalde- 
hyde solution, embedded in wax blocks, 
sectioned, and. stained with hematoxylin- 


eosin in the routine manner. Two weeks - 
later, 10 ul of the 0.005% solution was . 
applied to the backs of the groups of three — — : 
. mice that had been treated with the last macroscopically | to those receiving 


four dilutions, and macroscopic observa- — 


tions were. made. 












sevi i days. Biopsy specimens were taken 


E: at six and 18 hours from each area. Twen- 
majuscula Gomont.“ Debromoaplysia- | 





was observed, and biopsy specimens were 


taken at. six hours postapplieation. 


Human Subjects 


Starting with the weakest solution, 
increasing strengths of DAT were applied 
at 24-hour intervals to the skin of the 
anterior forearm of one of the authors 
(R.B.S.) and to the anterior thigh and 
abdominal skin of the other author (A.E.S.) 
until the strength was reached that caused 
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hemorrhages i in the skin of the hair 


In the next 24 hours, the area became 
pale and edematous with an even 


gressed to edema and sloughing. Wit 


but no visibly obvious hemorrhage. ` 
Following application of the 0.00059. - 
. solution, there was mild erythema and - 


mild edema with nothing visible at 24 
hours. The n mice receiving two applica i- 


only one application of the 0.005 
— solution. 
.. The back of a New Zealand white rabbit. 
was shaved, depilated with a thioglycolate `` 


days. 
cream depilatory, and left for 24 hours for si 


| 00057 
anflai ~ needed to be killed due to discomfort 
ters of ‘each solution was. applied to sepa- a ! 


rate s reas of t uud naked back, and the. associated with huge crust formatior 


| eight days after the application of the 
most concentrated solution. 


ty-one days later, 10 pl of the 0.005% 'solu- .- .using. skin biopsy specimens taken 
tion was applied in two areas to the back of 


the same rabbit, the macroscopic reaction - 


from mice that had been treated one 






































an observable skin reaction within 24 : 
hours. An abdominal skin biopsy was taken - 
from A.E.S. 


RESULTS 
Animal Experiments 
Mice.—Within an hour of appliea- 
tion of 0.5% DAT, there were petechial 


less mice. By six hours, these hemor- 
rhages. had increased (Fig 2), and th: 
animals were in apparent discomfort 


paler área around the edge. By ti 
fifth day, there was a firm crus 
which took about 21? weeks to heal and 
left a sear. |. 

Following the application of 0. 05% db 
DAT, at six hours there was marke 
hemorrhage into the skin that pr 


the 0.005% solution, there was erythe- 
ma, edema, and pallor, mild crusting, 


edema, while after application of the- 
most. dilute solution, there was only 





During all the experiments 
only one mouse died; this occurred : 
after the application of the 
% solution. However, two mice 















The earliest- histological change 


Fig 1.—Debromoaplysiatoxin. 
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hour previously with 0.5% DAT was 
thinning of the epidermis and vacuo- 
lation of some of the remaining cells. 
After three hours, there was dermal 
edema with infiltration into the 
subdermal muscle of polymorphonu- 
clear leukocytes that reached the 
dermis by six hours (Fig 3) and was 
associated with karyorrhexis, hemor- 
rhage, edema, and further epidermal 
damage. At 24 hours there was almost 
complete destruction of the epidermis, 
edema, coagulation of collagen, and 
infiltration throughout the dermis 
and deep into the subdermal muscle of 
polymorphonuclear leukocytes and red 
cells. By this time, the dermal and 
subdermal blood vessels showed mural 
fibrinoid necrosis with polymorphonu- 
clear infiltration and leukocytoclasis. 
Histological changes that were seen in 
mice treated with the weaker solu- 
tions were similar, but less notable. 
Epidermal damage always occurred 
first, followed by dermal edema and 
infiltration with polymorphonuclear 
leukocytes. Hemorrhage occurred ear- 
ly only after application of the 0.5% 
solution, and was seen by 24 hours 
following the application of the 0.05% 
and 0.005% solutions. After the weak- 
est solution, there was some early 


epidermal damage with mild dermal 
edema, but the changes did not 
progress. 

RassBit.—Six hours after the applica- 
tion of 0.5% and 0.05% DAT to the 
back of the rabbit, the areas were 
erythematous and edematous; by 24 
hours, the sites had become pale and 
more edematous, and at the site of the 
stronger solution, there was hemor- 
rhage. These areas later became 
crusted and took about ten days to 
heal. With application of the weaker 
solutions, there was erythema and 
edema, but no hemorrhage, and after 
application of the 0.00005% solution 


there was only mild erythema, which 
subsided in 72 hours. . 

Histologically, there was early de- 
struetion of the epidermis with der- 
mal edema and massive infiltration of 
polymorphonuclear leukocytes. Fol- 
lowing the application of the 0.5% 
solution, this reaction was fully devel- 
oped at 18 hours (Fig 4), whereas 
following application of 0.000576 and 
0.00005% DAT, there was only mild 
epidermal damage and dermal ede- 
ma. 

When 0.005% DAT was applied 21 
days later, there was no observable 
difference in response and histological 





Fig 2.—Backs of hairless mice at six and 72 
hours after application of 10 ui of 0.5% 
debromoaplysiatoxin (DAT). Black marks 
are marking pen lines delineating test 
areas. 





Fig 3.—Skin of back of hairless mouse six hours after application 
of 0.5% debromoaplysiatoxin showing marked epidermal dam- 
age, dermal edema, subdermal hemorrhage, and subdermal and 
dermal polymorphonuclear leukocyte infiltration (hematoxylin- 
eosin, x 50). 
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Control 


DAT 72 hr 





S i py 


Fig 4.—Skin of back of rabbit 18 hours after application of 0.5% 
debromoaplysiatoxin showing destruction of epidermis with vesi- 
culation and subdermal and dermai infiltration with polymorpho- 
nuclear leukoc"' ‘s (hematoxylin-eosin, x 50). 
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Fig 5.—Perifollicular eruption on anterior thigh 48 hours after 
application of 0.5% debromoaplysiatoxin (author A.E.S.). 


reaction. from that following the 
initial applications. 

Human SusJects.—The lowest con- 
centration giving a skin reaction on 
R.B.S.’s arm was 0.05% DAT. An 
erythematous follieular papular erup- 
tion appeared between six and 12 
hours later. This increased during the 
next 24 hours, and the hyperkeratotic 
follicular papules took ten days to 
clear. 

A 0.5% solution was needed to 
produce a similar eruption on A.E.S.'s 
anterior thigh (Fig 5). After 72 hours, 
some of the follicular papules devel- 
oped into pustules, and the area took 
more than two weeks to clear, leaving 
a few erythematous hyperkeratotic 
papules. Histology of the abdominal 
lesion at 24 hours showed an intrafol- 
lieular pustule with intact stratum 
corneum superficially (Fig €). 

After working with the DAT solu- 
tions, one of the authors (A.E.S.) on 
most occasions noted a tingling and 
burning sensation of the soft palate, 


l. Grauer FH: Dermatitis escharotica caused 
by a marine alga. Hawaii Med J 19:32-36, 1959. 

2. Grauer FH, Arnold HL Jr: Seaweed derma- 
titis: First report of a dermatitis-producing 
marine alga. Arch Dermatol 84:720-732, 1961. 

3. Chu GWTC: Seaweed dermatitis apparently 
caused by a marine alga: Laboratory observa- 
tions. From the proeeedings of the 34th annual 
meeting of the Hawaiian Academy of Science, 
Honolulu, 1958-1959, pp 19-20. 

4. Moikeha SN, Chu GW, Berger LR: Dermati- 
tis-producing alga Lyngbya majuscula Gomont 
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fauces, tip of the tongue, and lower 
lip. This sensation lasted for 48 
hours. 


COMMENT 


Topical DAT is a very potent 
inflammatory agent. Reactions oc- 
eurred in humans at concentrations of 
five parts in 10,000, while in the 
animals there was a just-observable 
reaction at five parts in 10,000,000. 
The authors do not know of any agent 
that will induce inflammation at such 
a low concentration when applied to 
intact skin. Apart from the follicular 
localization in humans, the character 
of the reactions seen was similar to 
that originally described by Grauer 
and Arnold'? as occurring following 
contact with Lyngbya majuscula Go- 
mont, which they thought was a 
primary-irritant dermatitis.' It is like- 
ly that the dermatitis we saw was also 
a primary-irritant rather than an 
allergic contact dermatitis, because 
the skin changes occurred in both 
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Fig 6.—Abdominal skin of human subject 24 hours after applica- 
tion of 0.5% debromoaplysiatoxin (hematoxylin-eosin, x 50). 


human subjects within 12 hours of 
application, and in the animals to 
which two applications of DAT were 
made, the second reaction was of a 
similar order to the first, which does 
not suggest sensitization. The follicu- 
lar localization may have resulted 
from the application of the toxin in a 
liquid vehicle, rather than in the more 
solid alga. 

It has been suggested that extracts 
of marine algae might be useful for 
their antifungal, antibiotic, and anti- 
viral activities,*'^ 
might have an anticancer activity. 
The potential therapeutic usefulness 
of this toxin would probably be 
seriously limited by its severe skin 
reactivity. 
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Darier's Disease 


An Immunologic Study 


James G. Marks, Jr, MD; Daniel E. Thor, MD, PhD; Ralph S. Lowe, MD 


è Darier’s disease is frequently compli- 
cated by bacterial skin infections and 
occasionally by Kaposi's varicelliform 
eruption. Postulating that defective host 
immunologic competence might explain 
these infections, humoral and cell- 
mediated immunity (CMI) were evaluated 
in four patients. Humoral immunity was 
normal as demonstrated by quantitative 
immunoglobulins, isohemagglutinins, di- 
rect skin immunofluorescence, and B-cell 
counts. The CMI was evaluated by stan- 
dard delayed type hypersensitivity skin 
tests, T-cell counts, lymphocyte transfor- 
mation assays, macrophage inhibition 
factor (MIF) assays, and skin windows. 
Blunted lymphocyte blastogenesis, MIF, 
and skin window response indicated 
depressed CMI. Polymorphonuclear leu- 
kocyte chemotaxis and phagocytosis 
were normal. 

(Arch Dermatol 114:1336-1339, 1978) 


arier’s disease (keratosis follicu- 
laris) is an uncommon genoder- 
matosis thought to be transmitted as 
an autosomal dominant trait. It is 
frequently complicated by bacterial 
infections of the skin and occasionally 
by Kaposi's varicelliform eruption.’ 
Postulating a defect in host immune 
competence, we did an immunologic 
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study of four patients with Darier’s 
disease to prove this hypothesis. Each 
patient had an immunologic evalua- 
tion with quantitation of humoral 
immunity, assay of leukocyte chemo- 
taxis with the skin window, and 
measurement of cell-mediated im- 
munity (CMI). 


METHODS 


The diagnosis of Darier’s disease was 
established in four cases by the following 
clinicopathologic criteria: (1) The eruption 
had to be chronic, unresponsive to therapy, 
and composed of flesh-colored or tan, 
greasy, hyperkeratotic, crusted, verrucose, 
individual, and confluent papules in the 
seborrheic regions. (2) Skin biopsy speci- 
mens had to demonstrate suprabasal acan- 
tholysis and dyskeratosis forming corps 
ronds. At the time of examination, the 
patients' disease had to be stable, and they 
could not be using medications. All 
patients gave informed consent after the 
nature of the procedures in this protocol 
were explained completely. Each patient 
had a complete history and physical exam- 
ination. Complete blood cell count, erythro- 
cyte sedimentation rate, VDRL test, chest 
x-ray film, urinalysis, antinuclear antibody 
measurements, serum protein electropho- 
resis, and complement (CH100) determina- 
tions were done. Bacterial cultures were 
taken from the involved skin using modi- 
fied Stuart’s bacterial transport media, 
plated within several hours on a triplate 
using blood, chocolate, and MacConkey 
agar, incubated aerobically, and read in 24 
hours. 


Humoral Studies 


The humoral limb of the immune system 
was quantitated with measurements of 
serum IgG, IgM, IgA, IgD by radial immu- 
nodiffusion, IgE by radioimmunoassay 
(paper radioimmunosorbent test), and iso- 
hemagglutinins by the tube agglutination 
technique. 


Direct Immunofluorescence 


Skin from the eruption was obtained 
with a 4-mm punch biopsy and was snap 
frozen in liquid nitrogen. The specimen 
was stored for less than a week at —70 °C 
and sectioned at 4 to 6 u on a cryostat. 
Standard direct immunofluorescence stain- 
ing procedures were used as described by 
Beutner et al* Commercially prepared 
fluorescein-conjugated goat antihuman 
IgG, IgA, IgM, fibrin, and C3 were used. 


Skin Tests 


` The skin of the flexor forearm was 
cleaned with alcohol and was allowed to 
dry. Intradermal injections of 0.1 ml of 
aqueous solutions were administered with 
the following antigens: streptokinase- 
streptodornase (SK-SD), 40 units/ml; PPD, 
5 US units; Trichophyton, 1:500; Candida, 
1:500; and histoplasmin, undiluted. The test 
site was read at 15 minutes and at 24 and 
48 hours. Any palpable induration was 
considered a positive reaction except with 
mumps antigen, in which erythema was 
considered positive. 


Skin Window 


Two sites of uninvolved skin on the 
flexor surface of the forearm were 
prepared by cleansing with alcohol and 
gently seraping with a knife blade to the 
basal layer without bleeding. One site was 
moistened with normal saline, the other 
with 0.25 mg of zymosan particles per 
milliliter of 0.9% sodium chloride, and 
covered with round coverslips secured with 
paper tape. At four hours the initial cover- 
slip was removed and replaced by a second 
coverslip, which was then removed after 20 
hours. The coverslips were stained with 
modified Wright stain and mounted on a 
glass slide for light microscopic examina- 
tion. 


Pure Lymphocyte Culture 
Technique for Blastogenesis 


The patient's blood was drawn in a 
heparinized syringe (20 units of preserva- 
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tive-free heparin per milliliter of blood). 
eThree times the blood volume of sodium 
chloride, 0.995, was added, and the syringe 
was inverted several times to mix and then 
let stand for ten to 15 minutes’ to lyse 
RBCs. After spinning at 1,500 rpm for ten 
minutes, the lymphocytes were decanted, 
and 3 to 5 ml of fetal ealf serum (FCS), 
which had been preheat-inactivated at 56 
°C for 30 minutes, was added. A cotton 
column was prewetted with 8 to 10 ml of 
FCS. Column specifications were as fol- 
lows: 20 ml glass syringe barrel packed 
with 200 mg of cotton, with a 23-gauge 
needle attached. 
The cells were poured over the column 
and allowed to drip into a sterile tube until 
the 3 to 5 ml of FCS was totally in the 
eotton for ten minutes. The column was 
flushed with 20 to 25 ml of FCS. (If more 
than this amount was used as a flush, 
PMNs would begin to pull loose, contami- 
nating the lymphocyte preparation.) The 
cells were spun at 1,500 rpm for ten 
minutes and decanted. The cells were 
resuspended in 5 ml of media without 
serum, counted on a hemocytometer, and 
adjusted to 20% heat-inactivated human 
AB serum and 1 x 10° lymphocytes per 
milliliter of incomplete media. The cells 
were dispensed into 16 x 125-mm glass 
disposable culture tubes, 1 ml per culture. 
Antigens were added to contain the follow- 
ing per eulture (0.1 ml of respeetive anti- 
gen per culture): phytohemagglutinin 
|. (PHA-P), 1:25 of stock solution; pokeweed 

`<. mitogen (PWM), 1:50 of stock solution; 


X" PPD, 25 pg/ml; SK-SD ug/ml; Candida 


antigen, 1:700 dilution stock; Trichophyton 
. (1:100 dilution stock); and herpes simplex 
virus-l antigen,’ 50 ug/ml. The cultures 
were incubated at 37 °C with 5% carbon 
dioxide for five days (three days for PHA). 
Four hours before harvest on the last day 
of culture, 2 aCi of tritiated thymidine per 
culture was added. The cells were har- 
vested by spinning the beside at dos 


supernatant. These spun celle were resus- 
pended with Hank’s balanced salt solution 
(BSS [pH 7.5]), 2 ml per culture, vortexed, 
spun, decanted, and repeated twiee more, 
the last time leaving tubes inverted in a 


rack to dry overnight, three drops of 30% 


-= H,0, was added to the dry cell button and 

heated at 85 °C for 15 to 30 minutes; 1 ml of 
NCS tissue solubilizer was added and the 
tubes heated again for 15 to 30 minutes and 
vortexed; the soluble pellet was washed 
from the tube to counting vial with 3 ml of 


toluene cocktail fluid and repeated twice, | 


vortexing each time; total volume .of 
vial = 1 ml NCS +9 cocktail = 10 ml. 
Count in seintillation counter; counts per 
minute (cpm) blastogenie index equals epm 
with antigen/epm without antigen, and 
antigenic stimulation greater than three 
times control epm was considered to be 
positive. 


Agarose Droplet Migration 
inhibition Assay 


In collaboration with Harrington, we 
have developed an agarose droplet micro- 
technique for the migration inhibition 
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assay herein described that allows for MIF 
evaluation in Darier’s disease. 

A guinea pig was injected intraperitone- 
ally with 30 ml of sterile light mineral oil. 
The peritoneal exudate cells were collected 
72 hours later with Hank’s BSS. Peritoneal 
exudate cells were washed twice with 
culture media TC' or RPMI 1640 that 
contained no serum, spun, and decanted. 
Prewarmed chamber slides placed on a 
light box had hot 56 °C sea plaque agarose 
dispensed in the center of each well with a 
50-4] syringe and a 22-gauge blunt tip 
needle. The droplets were dried by placing 
them back on the light box for five minutes 
without the lid. As precoat droplets were 
drying, cells were spun in a small grad- 
uated glass centrifuge tube at 800 rpm for 
six minutes, and the resuspension mixture 
was prepared: one part 0.4% sea plaque 
agarose (melted) and one part complete 
media made from 1.4 ml twice concen- 
trated with TC" 0.6-ml heated guinea pig 
serum. Cells were resuspended with this 
mixture cooled to 37 °C, using three times 
the pellet volume. A 2-ul droplet of the cell 
suspension was dispensed using the same 
syringe as for precoat application rinsed 
with sterile distilled water to prevent 
jamming. The cell drop was placed exactly 
over the precoat drop. This droplet was 
gelled at 4 °C for seven minutes. Using a 
tuberculin syringe with 27-gauge needle, 
0.25 ml of antigen and media was added 
slowly from the corner of the well to 
prevent disturbance of the droplets. The 
chambers were incubated at 37 °C in 5% 
carbon dioxide for 24 hours without shak- 
ing or bumping the incubator. Migration 
distances at 24 and 48 hours were read with 
a grid ocular micrometer on a phase, 


inverted microscope, but only the 24-hour | 


data are presented. Four measurements 
were made linearly from the margin of 


migrating cells to the edge of the droplet _ 
(white line) in each quadrant: north, south, — 
east, and west. 


Migration index = (distance with anti- 


gen/distance without antigen) x 100, and _ 
all migration indexes greater than 90% of... 
eontrol are eonsidered negative by statisti- : E 


eal evaluation. 


B and T Lymphocyte Evaluations 


B and T ly mphocytes were determined E 
according tod e methods of Wybran eb os ft 
= | LG direct immunofluorescence from in- 


immunogiobulins 
IgG 680 1,640 


IgA | 7 140 
igM 182 
igD 6 
IgE 15 


Isohemaggiutinins 
Anti-A 





Et tively) j 





RESULTS. 
Clinical Manifestations 


The age of the patients ranged from - 
16 to 48 years with the disease begin- 
ning before puberty. Sweating and. 
heat were the most common factors 
causing flares of the eruption, but 
sunlight, stress, and irritating cloth- 
ing were also mentioned. Multiple 
therapies had been tried without 
success including orally administered 
vitamins A or E, topically applied reti- 
noic acid, salicylic acid, and steroids. 
All the patients had a history of 
repeated bacterial skin infections that 
improved with antibioties. None had 
had Kaposi's varicelliform eruption 
nor a history of recurrent systemic 
infections or dermatophytoses or ato- 
py. The area of skin involvement . 
varied from 15% to 65%. All had hand | 
or nail involvement, without either 
oral or rectal eruption. General physi- | 
cal examination results were. other- 
wise normal. 


General Laboratory Examination E 


All the patients had normal or nega- - 
tive results of complete blood cell 
eounts, urinalyses, chest x-ray films, 
erythrocyte sedimentation rates, an- . 
tinuclear antibody determinations, — 
VDRL tests, and serum protein elec- 
trophoresis. ‘Cultures of involved skin 
from each subject grew out Staphylo- 
coccus aureus, coagulase positive. 


-Humoral immunity 
Table 1 ‘outlines the 


IgG, IgA, IgM, IgD, and IgE, were 


 normalexeept for patient 2 who hada . 
-low IgA value (27 mg/dl). Isohemag- 


lutinin values were normal. Patients : 
and fad A x Cien. ied 





Direct Immunofluorescence 
‘the patients had negative 





s )  700-1,800 mg/d! 
261 100-400 mg/dl- 
44 | 50-250 mg/dl 
0-30 mg/dl T 
1-41221U/m | — |] 


40-80 units 


Darier's Disease—Marks et al 1337 


evaluation of. i 
the. humoral limb of the immune _ 
- system. Serum immunoglobulin levels, 

















Table 2.—Skin Tests Results—48 
Hours 









Patient 
0 —. Normal 
Antigen 1 2 3 4 Controis* 


SK-SD — — + + 91964 
PPD uo ec ue us ON + 


Trichophyton 




















— = + — 5B%+ 
Candida — + + — 84%+4+ 
Mumps — + o— o o 39964 








-— tine m 


24% + 
28% + 


Coccidioidin 
Histoplasmin 







rrr 00 m0 A00 ye 





*Represents the results of skin tests on 200 
normal human volunteers. 


 volved skin using IgG, IgA, IgM, 
fibrin, and C3 antisera. 


Skin Tests 


The results of the skin tests are 
tabulated in Table 2. Patient 1 was 
anergic. The remaining patients were 
minimally reactive to the skin test 
antigens. In control patients, greater 
than 99% are reactive to at least one 
antigen. | | 


Skin Window 


The results of the four-hour skin 
windows (Table 3) were similar in 
patients 1, 2, and 3. They displayed a 
poor numerical cellular response at 
four hours, with normal phagocytosis 
in those few polymorphonuclear leu- 
kocyte (PMN) cells present. By 24 
hours, large numbers of cells were 
present, but they were predominante- 
ly PMNs, rather than the 40% mono- 
cytes seen in controls. In addition, the 
24-hour window was morphologically 
abnormal with increased clumping, 
fibrils, and nuclear fragmentation, 
and a striking lack of activated macro- 
phages. Patient 4 had a normal four- 
hour skin window that had an 
adequate number of PMNs demon- 
strating good phagocytosis. The 24- 
hour skin window was similarly 
abnormal in all four patients. 


Lymphocytes and CMI Immunity 


As shown in Table 4 all four 
patients were studied for their rela- 
tive T and B lymphocyte populations: 
blastogenesis (blast transformation) 
response to  mitogens-PHA and 
PWM-and five ^ antigens-PPD, 
.SK-SD, Candida, Trichophyton, and 
HSV-1—and migration inhibition fae- 
_tor-lymphokine production to five an- 
tigens-PPD, SK-SD, Candida, Tri- 
 chophyton, and HSV-1—respectively. 
Although all four patients had values 
below the mean for total numbers of 
T-cells, they were not statistically 
different from the controls for rela- 
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1 2 

4 hr 

Cell No. Poor Poor 

Phagocytosis, % 18 m 

PMN*, % 93 96 

Monocytes, 96 7 4 
24 hr 

PMN*, 96 96 97 

Monocyte, 96 4 3 

Macrophage, 96 0 0 
Conclusions Abnormal Abnormal 





*Polymorphonuclear leukocytes. 





Test performed 


T-cells, 96 61 65 
B-cells, 96 21 17 
Blastogenesist 
PHA 1.57 4.06 
PWM 1.28 2.66 
PPD — 2.82 2.06 
SK-SD 1.68 1.17 
Candida 2.03 1.78 
Trichophyton 1.37 1.45 
HSV-1 1.15 2.03 
Macrophage inhibition factor 
PPD 81 80 
SK-SD 101 99 
Candida 82 96 
Trichophyton 82 106 
HSV-1 99 77 





*Ten normal subjects in each group. 
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Table 3.--Rebuck Skin Window 


Patient 
m ÁÀ———— M 


Table 4.—Evaluation of Lymphocytes and Cell-Mediated Immunity 


Patients 

















Controls 
3 4 (19 Normal) 
Poor Good Good-excellent 
15 20 . 20-25 
81 79 91-99 
19 21 3-7 
85 79 40-55 
15 21 33-50 
0 0 14-20 
Abnormal Abnormal Normal 













Controis* (Mean) 

















56 42 62-81 (76) 

17 12 16-28 (20) | 

18.76 17.8 16.7-132.3 (48.94) 
1.53 21.9 5.68-21.36 (11.93) 
1.16 0.76 1.98-9.21 (2.99) 
0.93 1.03 3.61-5.93 (5.03) 
2.74 1.28 2.97-8.66 (6.21) 
2.50 0.78 2.42-5.59 (3.77) 

32.12 0.34 2.03-3.19 (2.56) 

99 99 73-98 (93) 

95 93 58-79 (65) 

57 95 55-70 (61) 

69 95 64-73 (67) 

50 | 94 81-102 (91) 


TPHA indicates phytohemaggiutinin; PWM, pokeweed mitogen; SK-SD, streptokinase-streptodor- 


nase, HSV-1, herpes simplex vírus-1. 


tive T-cell percentages. Relative num- 
bers of B-cells were well within the 
normal limits compared with controls. 
However, by blastogenesis assay, pa- 
tients 1 and 2 were greatly unrespon- 
sive to PHA and PWM, and the other 
two patients were low normal in 
response to PHA. By antigen specific 
blastogenesis, all subjects demon- 
strated greatly diminished lympho- 
cyte responses compared with the 
controls except for the response of 
patient 1 to PPD (2.82) and the 
responses of patient 3 to Candida, 
Trichophyton, and especially HSV-1 
(32.12). These patients appear consis- 


tently abnormal vs age matched-sex | 


matched controls for MIF response 
for three antigens- SK-SD, Candida, 
and Trichophyton—at the P < .001 
analysis of variance. It is especially 
interesting to note that two patients 
had positive MIF responses to HSV-1; 
2= 77 and 3 = 50; while only two 
patients responded positively to PPD: 
1 = 81 and 2 = 80. In addition, pa- 


tient 3 gave sharp positive MIF 
responses to Candida = 57 and Tri- 
chophyton = 69. 


COMMENT 


An immunologie evaluation was 
accomplished in four patients with 
documented Darier’s disease. Like 
patients with atopic dermatitis, our 
patients had a history of repeated 
bacterial skin infections, and S aureus 
was cultured from the involved skin of 
all four. The carriage rate of S aureus 
in the normal population, excluding 
the perineum, is less than 10%, while 
in the eczematous skin of atopic 
dermatitis it is 98%." It can be specu- 
lated that this high incidence of S 
awreus eolonization may be due to a 
defect in the normal barrier function 
of the skin or an underlying immune 
defect. Viral or dermatophyte infec- 
tions were not a problem in this study 
group. The physical examination re- 
sults and general health of these 
subjects were otherwise normal. 
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E The humoral link of the immune 
- System was intact. Quantitative im- 


E tmunoglobulins, isohemagglutinins, 
-and B-cell lymphocyte percentages 
— were normal except for one patient 
- who had à low serum IgA value. Direct 
^simmunofluorescenee of involved skin 
"with IgA, IgG, IgM, complement, and 
^ fibrin was negative as was reported 
recently by Wilkinson et al^ CH100 
serum levels were somewhat elevated 
-"jn two patients. Although the signifi- 
 .eance of this is unknown, it may 
reflect à compensation for comple- 
ment mediated opsonization of sta- 
. phylococcal infections. 
o The skin window demonstrated a 
- diminished but intact PMN chemotac- 
-- tie response compared with normal 
. controls. The mononuclear cell re- 
- sponse was definitely abnormal with 
^deereased numbers of cells and mor- 
phological changes. Not only were 
there practically no monocytes pres- 
ent by 24 hours, but those present 
demonstrated few characteristies of 
activated macrophages. This in vivo 
test system confirms the MIF in vitro 
studies that there is a functional 
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abnormality in the mononuclear cell 
response. 

The evaluation of CMI in immuno- 
deficiency patients is well estab- 
lished.'? One of us (D.E.T.) and co- 
workers” previously reported the cor- 
relation of migration inhibition factor 
as an in vitro lymphokine associated 
with the delayed type hypersensitivi- 
ty response in normal humans, and 
that the migration inhibition factor 
was greatly decreased in Wiscott- 
Aldrieh syndrome." The migration 
inhibition factor and blastogenesis 
assays as correlates of CMI in humans 
have been reported for multiple anti- 
gens" as well as immunodeficiency 
states. 

Decreased relative numbers of T- 
cells have been reported for numerous 
other immunodeficiency dis- 
eases, *'^'" but their relationship in 
Darier's disease has not been studied 
previously. This may represent more 
than a loss of available T cells and may 
represent the critical deficiency in 
this disease. In addition, the overall T 
lymphocyte responsiveness was 
greatly diminished as compared with 
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normal nisin against which control. 


human subjects are expected to dem- . 


onstrate immune responses. These » 
antigens were SK-SD (antigen from _ 
streptococci), Candida, and Tricho- . 


phyton. Nonresponsiveness to these 
classical antigens may well represent 
a serious inability to maintain normal 
delayed type hypersensitivity reac- 
tions to innate immunity. Although 
skin tests seem to be minimally posi- | 
tive, the lack of high level responsive- 
ness in both blastogenesis and migra- 
tion inhibition factor assays would 
further substantiate this T cell defect. 
The significantly elevated HSV-1 re- 
sponse may be indicative of an altered 
immune response toward this viral 
infection. 


In conclusion, four patients with — 


Darier's disease had defective CMI 


and abnormal skin windows. The | 


increased frequency of skin infections 
in these patients would be a natural - 
consequence of a diminished cell- 
mediated immune response. These- 
findings might also contribute to the | 
chronic therapeutically unresponsive 
nature of this illness. 
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A Reexamination of 


the Potential Comedogenicity of Sulfur 


John S, Strauss, MD; Philip H. Goldman, MD; Sergio Nacht, PhD; Eugene H. Gans, PhD 


€ The present study was designed to 
reexamine the question of the potential 


. comedogenicity of topical sulfur. Studies 


. were done by two different investigators in 
__. two separate institutions with. groups of 12 
. and 40 subjects, | respectively. Biopsy 
` specimens were obtained from the oc- 
. cluded test sites before and after a six- 
week period of treatment. Each subject 
received a patch test of 596 sulfur in either 
an octoxynol 9 (Triton X-100) or a carbo- 
mer 934P (Carbopol 934P) vehicle and 
. one of two controls consisting of the 
.. Triton X-100 vehicle or a dry patch test. 
_ We conclude that no trend or correlation 
. was noted between the presence or 
.. absence of sulfur in the formulation and 
. the appearance of comedones. The Triton 
..— X-100 vehicle itself appeared to be come- 
.. dogenic under the experimental condi- 
tions. 
(Arch Dermatol 114:1340-1342, 1978) 


he initial lesion in acne vulgaris i is 
] the comedo. Electron microscopy 
. has shown that the comedo is 
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produced by abnormal keratinization 
of the wall of the sebaceous follicle.‘ 
It is known that the topical applica- 
tion of certain chemicals also can 
produce comedones in humans; poly- 
halogenated hydrocarbons are the 
most widely known of such comedo- 
genic chemicals.” 

In 1941, Adams and his co-workers? 
demonstrated that those compounds 
that were comedogenic in humans 
would produce follieular hyperkerato- 
sis of the rabbit ear. Their assay 
system was then refined and used by 
Kligman and Katz’ to assess the come- 
dogenie properties of different sub- 
stances in the ear canal of the rabbit. 


. In 1972, Mills and Kligman’ reported 


that sulfur-containing formulations 
were comedogenie in the rabbit ear 
model and also in humans when 
applied under occlusion for six weeks. 
This finding was somewhat surprising 
since sulfur is one of the oldest and 
most widely used agents in the treat- 
ment of aene. 


We have reexamined the potential | 
comedogenicity of sulfur-containing ^ 
preparations in a larger population 
than that studied by Mills and Klig- 


man because there has not been, to our 
knowledge, any attempt to reproduce 
their data. 


MATERIALS AND METHODS 
Two separate studies have been per- 
formed in two different institutions. The 
same technique described by Mills and 


Kligman has been employed except that 
additional controls were incorporated into 


the design of the study. 

Two  sulfur-containing preparations 
were used. The first, sulfur in octoxynol 9 
(Triton X-100), was identical to the materi- 
al evaluated by Mills and Kligman. It 
contained 5% sulfur and 0.25% Triton X-100 
in distilled water. The second, sulfur in 
carbomer 934P (Carbopol 934P), contained 
5% sulfur dispersed with 0.1% carbomer 
934P neutralized to a pH of 6.5 in distilled 
water. The 5% sulfur in the carbomer 934P 
base was used in order to evaluate the 
effect of sulfur without the presence of the 
Triton X-100 surfactant contained in the 
first preparation. The nonsulfur controls 
that were used were a vehicle solution of 
0.25% Triton X-100 in distilled water and a 
dry occlusive pateh. All three test solutions 
were prepared aseptically, suitably homog- 
enized, and then packaged into small 
sealed bottles. À new bottle was opened on 
each treatment day. Thus, there was no 
possibility of baeterial contamination of 
the o a aun no D es 





test. solutions were applied to the 
-satürated patches of nonwoven 
n place with impermeable plas- 
“blank (dry) patch served as an 






additional control. Each subject received, 


on a random basis, a patch containing one 





of the sulfur preparations and either the > : 


Triton X-100 control or the dry pateh. 


For the first study we used 12 otherwise = : 


healthy adult male volunteers who had S5 
severe acne and a pronounced propensity 
for comedo formation as confirmed by 


medical history and élinieal examination. 
In the second study we used 40 adult male 
volunteers. Twenty had a history of acne 
but were free of active disease; the other 20 
had active aene on their backs, either come- 
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Table 1, —Results From Study 1 


, Treatment 
. Before, treatment, 24 sites, 12 subjects 
“5% s in Triton X-100 
— friton X-100 vehicle 
75$ sulfur in carbomer 934P 
‘Occlusion only | 


Sites Positive for Comedones 


Clinical Histological 





Table 3.—Histological Results From Study 2 


Treatment 


5% sulfur in Triton X-100 _ 

Triton X-100 vehicie | 

5% sulfur in carbomer 934P 
. Occlusion only 


donal or comedonal with some small 
pustules. All 40 were otherwise in good 
health. The nature of the procedure was 
explained fully to all subjects in both stud- 
ies and informed consent was obtained 
from each. The randomization schedule for 
the second study was prepared in such a 


subjects with active and inactive aene for 
each treatment. This permitted us to assess 
the influence of active disease on comedo- 
genesis. 

In both studies two areas on the back of 
each subject that were clinically free of 
comedones were chosen as the test sites. A 
baseline control 4-mm punch biopsy speci- 
men was obtained from each site and 
placed in 16% formaldehyde solution for 
fixation prior to sectioning. Two occlusive 
patches were then applied to the back of 
each subject in random order and in such a 
fashion that neither the subject nor the 
investigator knew what they contained. As 


stated above, each subject received one of 


the two sulfur-containing preparations and 


one of ihe two Control gh The ees | 














; em pm DucUshout the ead | ial 
beca were d clean. and evaluated elini 


sites in each subject. ~ (7 

All the biopsy specimen: 
serially in a plane parallel to 
surface, as described by Mills and: 


This method of sectioning | allows the | 
observer to detect the early accumulation - 
of keratinous material in beginning come- 


-dones through the examination of cross 
seetions of the individual follicles. Such 
early changes could easily be missed in 
conventional vertical sections. On the other 
: hand, since only a limited portion of the 
'ollicle is. visualized in each histological 
“section, serial sections must be prepared, 
and the follicle must be examined in 
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xh E tor Comedones 
T Before treatment, 80 sites, 40 subjects "n ge 


way as to provide for equal numbers of- 


Sites Positive 
and Possibly Positive 
tor Comedones 


. Sites Positive 





sections that extend from the surface 
through the middermis to the lower dermis 
below the sebaceous gland level, as has 
been done in this study. Interpretation is 
dependent on the examination of these 
multiple sections of each follicle, and the 
observation of a single section, as common- 
ly presented in a single photograph, is of 
little value unless gross changes are pres- 
ent. The sections were stained with hema- 


toxylin-eosin for examination by light 


microscopy. They then were scored on a 
blind basis for the presence or absence of 
comedones. While classical comedones 
could be identified easily, some piloseba- 
ceous units showed only very slight 


changes that could not be considered defi- 


nitely positive; these were classified as 
“possibly positive.” After the serial sec- 
tions had been reviewed and reported, the 
code was broken so that the data could be 
analyzed. 


RESULTS 
Study 1 


Clinical Results.-At the end of the 


study, eight subjects were free of 


comedones (Table 1). The other four 


subjects had clinically observable com- 
_edones on both the treated and control 
.. sites. Comedones were seen in three of 

the six 5% sulfur in Triton X-100- 





ited sites and in three of the six 


| nonsulfur Triton X-100 vehicle sites. 
. Similarly, comedones were seen in one 


of six 5% sulfur in carbomer 934P- 
treated sites and in one of six occluded 


. eontrol sites that were not treated. 


Histological Results.-None of the 


baseline biopsy specimens from the 


test sites was positive for comedones 
(Table 1). Only five of the specimens 
that were obtained at the end of the 
study were considered to contain defi- 
nite eomedones. Two of these were 
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| 80 baseli: 


-Table 2.—Clinical Results From 
Study 2 


Sites Positive 

Treatment for Comedones 
Before treatment, 80 

sites, 40 subjects 
596 sulfur in Triton 

X-100 
Triton X-100 vehicle 
596 sulfur in carbomer 

934P 
Occlusion only 


from the 5% sulfur in Triton X-100- 
treated sites, two were from Triton 
X-100 vehicle sites, and one was from . 
a nontreatment, occluded control : 
site. | 

| - Study 2 


Clinical  Resulis.-No clinical find- 
ings were observed in 21 of the 40 


subjects at either site at the end of the 


six-week. treatment period (Table 2). 
In the remaining 19 subjects, come- 
dones were observed on 21 sites in 18. 
subjects, while one had milia. Three of 


the 18 had comedones at both sites, 


and the other 15 had comedones at one 
site. There was a rather even distribu- 
tion of- positive | clinical findings 


among the four treatment groups. In. 


the 15. subjects. with single-site in- — 
ovement, comedones were present . 
at the sulfur-treated site in only six . 
subjects, while the remaining nine 






subjeets showed the presence of come- 


dones in the nonsulfur control site. - 
Ten of the 18 subjects i in whom come- ` 
dones were observed had active acne 
on their backs; the other eight were | 
free of. lesions. at the time of the . 
study. ROC B 
“Histologic al: Results.-Seven of the - 
biopsy specimens that 

were obtained at the beginning of the. 
study from. sites clinically free of 





- comedones were found to be histologi- 
- cally positis 
comedones: | 
‘incidence, | 8.75%, was essentially the | 





ive or possibly positive for : 
(Table 3). The observed 


same as that found in the biopsy spec- ` 
imens that were obtained at the end . 
of the treatment period from either 
the 59 sulfur in carbomer 934P site 
(10%) or. from the no-treatment con- 


trol sites (10%). - 
Under the same circumstances, the - 


incidence of positive and possibly 
positive biopsy specimens in the 5% 
sulfur in Triton X-100 sites (25%) was - 
similar to that observed in the Triton - 
X-100 vehicle sites (20%). | 

If only the clear-cut positives are 
considered, there was no difference in 
the incidence of comedones in the 5% 
sulfur in carbomer 934P group, the 
Triton X-100 vehicle group, and the 
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.. positive for comedones. 

. In regard to the activity of acne at 
| the time of the study, the 20 biopsy 
Specimens considered positive or pos- 


acne was clinically active in seven 
‘when the study Was initiated, while it 
was s inactive i in the other six. 


COMMENT - 





: esults of the earlier study by Mills 
and Kligman as to the comedogenicity 
of sulfur in humans, despite the fact 


be Knutson DD, Bell M: Abnormal’ PE 
tion in comedo formation. Clin Bes 21:247, 1973. 

.. 2 Plewig G, Kligman AM: The. dynamics of 
» primary comedo formation, in Acne Morphogen- 
esis and Treatment. Berlin, Springer-Verlag Inc, 
1975, p 59. 

.;&, Hambrick GW: The effect of. substituted 
d iE. on the pilveebaceous, apparati, of 


groups were positive. for "tomedofies | 
. Comedogenesis in the 5% sulfur in 

Triton X-100 group was slightly high- 
- er; still, only 20% of these sites were 


Sibly positive for comedones were 


obtained from 13 subjects. Of these, 


. We have been unable to confirm the 
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sto feet 1 in regard ^ the activity of 


conditions the Triton X100 vehicle 3 


itself was. €omedogenic. 


In the first study there. | was. Aes 
Suggestion that certain * 
might be more susceptible to the . comedogenieity of l sulfur-containing 


" preparations,” " 





. development of comedones since com- 


Subjects -— 


‘acne, uM 


In ardao thesé studies failed to 
reproduce. the ‘observations reported 
by Mills Kligman on the potential 





edones were found on clinical observa- - oo i3 


tion on both test agent and control 
sites in four of the 12 subjects. Howev- 
er, in the second study lesions on both — 
sides developed in only three of the. 18 


subjects with clinically observed com- 


edones. In the other 15 subjects, come- 
dones were observed either on the 
Sulfur-containing site (six subjects) or 
on the control site (nine subjects), It 
was not possible to determine any 
| relationship, either clinically or histo- 
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Antinuclear Antibodies 


A Simplified Classification 


of the Nuclear Immunofluorescent Patterns 


Thomas K. Burnham, MB, BS (London) 


e The key to a simplified classification 
of the nuclear immunofluorescent pat- 
terns is to separate out only two patterns, 
the speckled and nucleolar, from the 
nonhomogeneous particulate group 
(showing stained particles). There are 
only six categories divided into two major 
groups: nonparticulate and particulate. 
The nonparticulate group consists of the 
(1) peripheral, (2) homogeneous, and (3) 
leukocyte specific patterns. The particu- 
late group is divided into (1) nucleolar, (2) 
speckled, and (3) “other particulates.” 
The major diagnostic and prognostic 
values of the test are retained by the 
simple expedient of separating out only 
two morphologically distinct and diagnos- 
tically important patterns from the particu- 
late group, the nucleolar and speckled 
patterns, seen mainly in scleroderma but 
not in lupus erythematosus. 

(Arch Dermatol 114:1343-1344, 1978) 


he nomenclature of the nuclear 
immunofluorescent patterns has 
become very confused. This is largely 


because the majority of the various . 


nonhomogeneous particulate patterns 
(showing stained particles) have been 
referred to as "speckles."'* The diag- 
nostic! and prognostic’ importance of 
the antinuclear antibodies (ANA) is 
completely lost if speckles that are 
mainly seen in scleroderma, threads 
that are mainly found in lupus erythe- 
matosus (LE), and various nonspecific 
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particulate patterns’ are all called 
“speckled.” 

The key to the simplification, which 
retains most of the diagnostic and 
prognostic value of the ANA test, is to 
separate out only two patterns, the 
speckled and nucleolar, from the 
nonhomogeneous particulate group. 
These two patterns are morphological- 
ly distinct and diagnostically ex- 
tremely helpful. All the other particu- 
late patterns, which are more difficult 
to differentiate from each other, are 
classified as "other particulates."* Im- 
munologic tests are then employed to 
confirm diagnostically and prognosti- 
cally important ANAs suspected to be 
present based on the immunofluores- 
cent findings, which serve as a screen- 
ing procedure. 


SIMPLIFIED ANA 
PATTERN CLASSIFICATION 


There are only six categories divid- 
ed into two major groups: 


Nonparticulate 
1. Peripheral 
2. Homogeneous 
a. Titer below 160 
b. Titer 160 or greater 
3. Leukocyte specific 
a. Titer below 640 
b. Titer 640 or greater 
Particulate 
1. Nucleolar 
2. Speckles 
3. Other particulates 


The drawings of the patterns show 
their appearance on human spleen 
imprints,‘ and the conclusions regard- 
ing their clinical importance are based 
on a study of 3,087 patients.‘ 


Nonparticulate 


The nonparticulate. group consists 
of the peripheral, homogeneous, and 
leukocyte specific patterns (Fig 1). If 


the peripheral pattern or a homogen- 
eous pattern titer significant for a 
connective tissue disease (160 or 
greater) is seen, anti-DNA tests 
should be performed (Fig 1). Anti- 
DNA tests should also be performed in 
patients with a leukocyte specific 
ANA titer significant for a connective 
tissue disease (640 or greater) if 
systemic LE (SLE), is suspected clini- 
cally. If the anti-DNA test results are 
positive, not only is a clinical diagnosis 
of SLE confirmed, but renal involve- 
ment is very likely’ and a renal biopsy 
is indicated. 


Particulate 


The nucleolar and speckled patterns 
are the only two patterns classified 
separately in the particulate group 
because of their distinctive morpholo- 
gy (Fig 2). Nucleolar fluorescence, 
showing sparse, large, smooth, round, 
fluorescent structures, is seen mainly 
in scleroderma*-? and is not found in 
LE or rheumatoid arthritis.t However, 
large nodules‘ can resemble nucleolar 
fluorescence and may occur, although 
rarely, in LE. Therefore, if nucleolar 
fluorescence is seen, serum dilutions 
of 1:5, 1:10, up to 1:80 should be tested 
to insure that no cluster formation 
occurs as is the case with the large 
nodular pattern.’ 

The multiple, evenly distributed, 
small, round pepper dots of the speck- 
led pattern should be readily distin- 
guishable from all the other particu- 
late patterns. Speckles are seen main- 
ly in scleroderma" and Raynaud’s 
disease," but not in LE.' 


Other Particulates 


The remainder of the particulate 
patterns are all classified as “other 
particulates” as they are difficult to 
differentiate from each other (Fig 3). 
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Fig 1.—Subclassification of nonparticulate antinuclear antibodies. 


c) 


Homogeneous— Most common pattern. 
Only titer of 160 or greater indicates 
connective tissue disease. 


Test for 
anti-DNA 
antibodies. 

If positive, 

SLE with 
probable kidney 
involvement. 






Leukocyte Specific—Only titer of 640 or 
greater indicates rheumatoid arthritis, 
SLE, drug-induced LE-like syndromes, scleroderma. 


Nucleolar indicates scleroderma. 


Speckles indicate scleroderma, Raynaud's disease. 





Fig 2.—The two separately classified particulate antinuclear antibody patterns. 


Ge) Threads. 
Large speckle-like threads. 


Examples of some of the 
"other particulates.” 


Test for anti-RNAse resistant 
ENA (Sm antigen) antibodies. 

If positive, suggests SLE 

with possible kidney involvement. 





Fig 3.—''Other particulates.” 


Included in this group is the thready 
pattern that is seen mainly in LE and 
is so far the only particulate pattern 
associated with LE renal involvement 
(3395). Furthermore, if the thready 
pattern is present in patients with LE 
nephritis, there is usually less impair- 
ment of renal function than in 
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patients without the thready pattern 
(S. Akbar, A.E. Tello, U. Luvira, et al, 
unpublished data, 1978). This pattern 
is probably associated with Sharp's 
antibody to a ribonuclease resistant 
component of extractable nuclear an- 
tigen (ENA). Anti-ENA antibodies 
should therefore be determined in 
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patients with the “other particulate” 
patterns. A positive test result for 
anti-ribonuclease resistant ENA, 
which probably corresponds to the Sm 
antigen,'^'* suggests a diagnosis of 
SLE with possible kidney 'involve- 
ment. Anti-DNA antibodies should 
then be looked for in these patients. 
Another pattern in the "other particu- 
lates” group, the fine threads,*'* may 
be associated with the antibody to 
ribonuclease sensitive ENA seen in 
patients with mixed connective tissue 
disease.'* This antibody, thought to be 
against a  ribonucleoprotein anti- 
gen’! will also be picked up if anti- 
ENA antibodies are looked for in all 
patients demonstrating the "other 
partieulate" patterns. Threads and 
fine threads, although called "speck- 
les" by Sharp et al,'* must be differen- 
tiated from the true speckles‘ and 
classified as "other particulates" in 
this simplified classification. 

This classification provides a practi- 
cal screening test for patients sus- 
pected of having a connective tissue 
disease. The major diagnostic and 
prognostic values of the test are 
retained by the simple expedient of 
separating out only two morphologi- 
cally distinct patterns from the partic- 
ulate group. Additional diagnostic and 
prognostic data are then obtained by 
employing confirmatory immunologic 
tests as indicated by which nuclear 
immunofluorescent patterns were 
found. 
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Multiple Periorbital Fibrous Histiocytomas 


A Light and Electron Microscopic Study 


Salve G. Ronan, MD, Mark O. M. Tso, MD 


® Recurrent, bilateral, multiple, perior- 
bital fibrous histiocytomas occurred in a 
62-year-old woman. There were no asso- 
ciated serum lipid abnormalities. Histo- 
logically, the tumor was composed of an 
admixture of lipid-laden histiocytes and 
fibroblasts with a variable amount of 
collagen production. In many areas the 
fibroblasts were arranged in a storiform 
pattern. No cytologic evidence of malig- 
nancy was observed. Ultrastructural stud- 
ies of the tumor showed histiocytic cells 
with a variable amount of lipid in the cyto- 
plasm and fibroblasts with mild to moder- 
ate collagen production. Differential diag- 
nosis and histogenesis are discussed. 

(Arch Dermatol 114:1345-1347, 1978) 


ibrous histiocytoma (fibrous xan- 

thoma) is currently classified un- 
der the heading “nonneoplastic or 
possibly neoplastic lesions” by the 
World Health Organization (WHO).' 
Stout and Lattes? grouped these 
lesions under “tumor and tumor-like 
lesions.” These lesions are composed 
of an admixture of histiocytes and 
fibroblasts and could present variable 
histological patterns, depending on 
the predominating cell. 

We would like to report a case of 
periorbital fibrous histiocytic lesion in 
a 62-year-old woman that grossly 
showed the general distribution of 
xanthelasma, but the lesions were too 
large and numerous. Histologically, 
differentiation from xanthoma was 
not possible. 


REPORT OF A CASE 


A 62-year-old woman was referred to the 
Ear, Nose, and Throat Clinic, in January of 
1977, with a diagnosis of periorbital 
xanthoma. The patient had been well until 
six years previously, when she noted small, 
multiple, fleshy tumors around both of her 
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eyelids and consulted her local doctor. No 
treatment was prescribed at that time. She 
noted continuing appearances of these 
yellowish plaques. She then consulted a 
dermatologist who diagnosed it as xantho- 
granuloma. Laboratory investigations in- 
cluded blood chemistry studies using an 
automated multiple analysis system and a 
lipid profile. Results were normal. Several 
nodules were treated with electrocautery, 
intralesional steroid, and, finally, excision- 
al surgery. There was, however, recurrence 
and progressions of the lesions. Past histo- 
ry was important in that the patient under- 


went radical mastectomy of her right 
breast in 1960, with no evidence of recur- 
rence. 

Physical examination results showed 
numerous firm, nontender, yellowish-to- 
reddish plaques and nodules that ranged 
from 0.5 to 2.5 cm periorbitally and on the 
upper and lower eyelids (Fig 1). No similar 
lesion was noted elsewhere. Serum lipid 
levels were all normal. Results of serum 
protein electrophoresis were normal. X-ray 
films of the skull and facial bones were 
normal. Results of metastatic work-up 
were normal. During this admission exci- 





Fig 1.—Numerous firm, nontender, movable nodules that ranged from 0.5 to 2.5 cm 


periorbitally and on upper and lower eyelids. 


Fig 2.—Histiocytic cells admixed with fibroblasts and few lymphocytes. Touton giant cells 
(right center) occasionally seen (hematoxylin-eosin, x 100). 
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Fig 3.—Tumor cells with lipid vacuoles in cytoplasm, many dense bodies, mitochondria, and rough-surfaced 


endoplasmic reticulum, surrounded by collagen bundles. No basement membranes or desmosomes noted 
( x 6,000). 


Fig 4.—Tumor cell with large lipid vacuoles in cytoplasm and numerous 
elaborate interdigitations of cytoplasmic membrane ( x 10,000). 
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sions of one nodule each from the right and 
eft lower lids were done. 


MATERIALS AND METHODS 


Tissueg for light microscopy from lesions 
from both eyes were fixed in neutral 
buffered formaldehyde solution, dehy- 
drated, embedded in paraffin, sectioned at 
5 to 7 p, and stained with hematoxylin- 
eosin, Masson trichrome, oil red O, and 
reticulin. Selected portions of the tumor 
were also prepared for electron microscopy. 
Samples of the neoplasm were fixed in 4% 
phosphate buffered glutaraldehyde solu- 
tions for one to two hours, postfixed in 
Dalton’s chrome osmium, dehydrated 
through a graded series of alcohols and 
propylene oxide, and embedded in epoxy 
resin. Sections that were 1- thick were cut, 
stained with toluidine blue, and examined 
by the light microscope for the proper 
selection of cells for ultrastructural exami- 
nation. Ultrathin sections were then cut 
with an ultramierotome, stained with 
uranyl acetate and lead citrate, and exam- 
ined with an electron microscope. Cells 
were carefully examined from both the 
histiocytic and fibroblastic areas. 


RESULTS 
Light Microscopic Observations 


At low magnification, the tumor 
was seen to replace the entire dermis 
with compression of the overlying 
epidermis. The margins of the tumor 
were well defined and noninfiltrative. 
The tumor was composed of an admix- 
ture of histiocytes and fibroblasts. In 
some areas the cytoplasm of the 
histiocytic cells stained positively for 
fat (oil red O). Occasional giant cells of 
the Touton type were seen (Fig 2). 
The fibroblastic component was prom- 
inent in many areas, especially in the 
lower portions of the lesion. In some 
areas the fibroblasts assumed a stori- 
form pattern. A variable amount of 
collagen was noted. A few lympho- 
cytes were seen within the tumor. 
Blood vessels were not prominent. No 
bizarre cells or mitotic figures were 
seen. 


Electron Microscopic Observations 


Electron microscopy disclosed tumor 
cells without desmosomes or basement 
membranes. Numerous interdigitat- 
ing processes were seen between cells 
(Fig 3). In the cytoplasm there were 


many lipid vacuoles, moderate 
amounts of lysosomes, some phago- 
somes, mitochondria, and rough- 


surfaced endoplasmic reticulum (Fig 
4). The nuclei varied from round and 
oval to irregular and elongated, with 
marginated chromatin. Few cytoplas- 
mic filaments were present and occa- 
sional nucleoli were visible. No bizarre 
cells were seen. Mild to moderate 
collagen production was noted. 
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COMMENT 


Fibrous histiocytic lesions frequent- 
ly pose diagnostic problems, and this 
is compounded by the variety of terms 
used for these entities. In the skin the 
various terminologies used are derma- 
tofibroma, subepidermal nodular fi- 
brosis, sclerosing hemangioma, and 
histiocytoma. 

The diagnosis of dermatofibroma is 
used for lesions that are mostly 
composed of fibroblasts. The majority 
of these lesions are associated with a 
hyperplastic epidermis. The epithelial 
proliferation ranges from slight acan- 
thosis to a pattern that resembles 
seborrheic keratoses and basal cell 
carcinoma.** 

Lesions with a rich vascular 
component are called sclerosing he- 
mangioma and, when histiocytes pre- 
dominate, they are designated histio- 
eytoma. The latter have to be differ- 
entiated from xanthoma, which are 
composed of lipid-laden histiocytes, 
and Touton giant cells and are asso- 
ciated with hyperlipidemia. Montgom- 
ery’ grouped histiocytoma, sclerosing 
hemangioma, and dermatofibroma 
under the broad category of subepi- 
dermal nodular fibrosis. These lesions 
are nonneoplastic. 

Although fibrous histiocytic lesions 
of soft tissues share similar histology 
with the eutaneous lesions, they have 
a more unpredictable behavior. They 
are regarded as tumors that can 
behave either in a benign or malig- 
nant fashion. 

The lesion presented by us is 
neoplastic and should be called fibrous 
histiocytoma. It is unusual in that the 
lesions were localized solely around 
the eyes, which is a characteristic 
feature of xanthelasma and plane 
xanthoma. Grossly, xanthelasmas are 
small, soft, flat plaques, but, in rare 
cases, they can be large and nodular. 
Histologically, they show foamy his- 
tiocytes, mainly in perivascular loca- 
tions within the upper portion of the 
dermis, with minimal or no associated 
fibrosis. In our patient the lesions 
were large, measuring up to 2.5 em in 
diameter, numerous, and were micro- 
scopieally extended deep into the 
dermis. We cannot totally rule out 
xanthelasma with a fibrous compo- 
nent, which could have resulted from 
an exuberant response to therapeutic 
manipulation. It is unfortunate that 
the original biopsy was not available 
for review. 

In plane xanthoma that occurs 
around the eyes, the lesions are gener- 
ally flat and may be indurated,” but 
are not nodular, as in this case. No 


associated lymphoma or multiple mye- 
loma, as described in such cases, was 
seen in this patient.*' 

The histogenesis of fibrous histio- 
cytic lesions of the skin and soft 
tissues is still not settled. Many work- 
ers?" feel that the histiocyte is the 
cell of origin and believe that it func- 
tions either as purely histiocytic or as 


a facultative fibroblast with fibrogen- | 


ie funetion. Tissue culture studies 
from these lesions by Wigger and 
Mitsudo" showed two cell types 
initially (histiocytic and fibroblastic), 
but, finally, all beeame purely spindly. 
Phagocytie activity was also demon- 
strated by the cells. Ozello et al 
demonstrated globular cells at first, 
which eventually assumed the appear- 
ance of fibroblast as the cultures grew 
older. Jakobiec and Jones,? on the 
other hand, believed that fibrous 
histiocytomas are derived from a 
fibroblast precursor cell that can 
become facultatively phagocytic and 
assume the appearance of a histiocyte. 
They feel that the lipidized histiocyte 
is an end-stage cell without trans- 
forming properties. 
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Pityriasis Rubra Pilaris 


Responding to Aminonicotinamide 


* A 32-year-old man with pityriasis 
rubra pilaris diagnosed by clinical appear- 
ance and histologic examination was 
treated with 1% aminonicotinamide cream 
applied once daily. Improvement was 
noted within four days, and almost 
complete clearing occurred after two 
weeks of therapy. No side-effects were 
noted. 

(Arch Dermatol 114:1348-1 349, 1978) 
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Fig 1.—Diffuse erythema of face and upper 
portion of chest. 
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Steven A. Binnick, MD 


opical application of aminonico- 

tinamide, a potent antagonist of 
nicotinamide, has recently been 
shown to be useful for the treatment 
of psoriasis.'* I recently have treated 
a case of pityriasis rubra pilaris, which 
was unresponsive to standard thera- 
py, with topically applied 19; amino- 
nicotinamide cream. 


REPORT OF A CASE 


Erythematous patches developed on the 
forearms of a 32-year-old man in June 
1975. During the course of three months, 
the patches spread over the shoulders, 
upper portions of the chest and back, neck, 
face, and hands. The patches were mini- 
mally scaly, slightly pruritic, and not 
tender. A diagnosis of psoriasis was made. 
Treatment with fluocinonide cream, an- 
thralin, ultraviolet light, methotrexate 
sodium, and prednisone yielded minimal 
improvement. The patient was seen by me 
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in January 1967. 

Physical examination disclosed salmon- 
colored, discrete, confluent follicular pap- 
ules on the dorsum of the hands and arms, 
the neck, and the upper aspects of the chest 
and back. Diffuse erythema was present on 
the face (Fig 1). There was mild hyperker- 
atosis of the palms. The papules were 
surmounted by acuminate scales. A few 
areas of uninvolved skin were noted within 
the involved areas. 

Results of histologic examination of the 
skin showed a mildly acanthotic epidermis. 
Hyperkeratosis, patchy parakeratosis, and 
follicular plugging with a moderate peri- 
vascular lymphocytie infiltrate were pres- 
ent. A few areas of liquefactive degenera- 
tion of the basal cell layer were noted (Fig 
2). Results of a complete blood cell count, 
urinalysis, and a chemical profile were 
normal, except for a serum albumin value 
of 5.2 g/dl. 

A diagnosis of pityriasis rubra pilaris 
was made on the basis of clinical appear- 
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Fig 2.—Biopsy specimen from lesion on shoulder revealing hyperkeratosis, acanthosis, 
and follicular plugging (hematoxylin-eosin, original magnification x 100). 
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Fig 3.—Symmetrical erythematous follicular and confluent 


papules on upper portion of back. 


ance, results of histologic examination, and 
treatment failure. Topical application of 
tretinoin in a 0.5% cream, was discontinued 
after one week owing to an irritant reac- 
tion. The oral administration of vitamin A, 
up to 400,000 units daily for six months, 
provided only moderate improvement. 

With informed consent, I elected to treat 
the involved skin on the right half of his 
body with 1% aminonicotinamide in hydro- 
philie ointment, applied once daily. Oral 
niacin, 50 mg twice daily, was also admin- 
istered. After four days, substantial light- 
ening of erythema occurred in all treated 
areas, and almost complete clearing was 
noted after two weeks (Fig 3 and 4). The 
untreated side showed no improvement. 
Subsequently, the entire involved area of 
skin was treated similarly, and clearing 
was complete. A total of 0.6 g of aminonic- 
otinamide was used during a four-week 
period. The only side-effect was minimal 
burning of the facial skin after exposure to 
the sun. 


COMMENT 


Aminonicotinamide, an analogue 
and inhibitor of nicotinamide, is an 
antineoplastic agent. Serious toxic 
effects to the nervous system have 
been noted in animals, manifested by 
motor weakness, limb paralysis, coma, 
and death.’ Hertel et al‘ treated 60 
patients who had neoplasms with 
aminonicotinamide. With prolonged 
administration of 0.4 mg/kg daily, 
signs of toxic effects to the CNS were 
noted: lethargy, tinnitus, deafness, 
headache, vertigo, and disorientation. 
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3. Wolf A, Cowen D: Pathological changes in 
the central nervous system produced by 6- 
aminonicotinamide. Bull NY Acad Med 35:814- 
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Also noted were conjunctivitis, tear- 
ing, photophobia, glossitis, stomatitis, 
and cheilitis. No changes in hemato- 
poietic, hepatic, or renal functions 
were noted. 

Zackheim has reported the effec- 
tiveness of topical applications of 
aminoicotinamide in the treatment of 
psoriasis. Twenty-seven of 34 pa- 
tients were noted to have complete 
clearing or substantial improvement 
of their plaques without occlusion 
after application of aqueous 1.5% 
aminonicotinamide two or three times 
daily. In another study, 22 patients 
applied 1% aminonicotinamide in a gel 
base two or three times daily to 
psoriatic plaques for four weeks. 
Complete or marked improvement 
was noted in 18 cases. Contact derma- 
titis was noted in nine of the 56 
patients (three were believed to be 
hypersensitivity reactions and six to 
be irritant dermatitis). Ten patients 
experienced cutaneous reactions away 
from the area of contact; these 
consisted of angular cheilitis, canthi- 
tis, and dermatitis of the face and 
axilla. One case of photophobia was 
noted. No abnormalities were noted in 
the results of blood chemistry studies, 
blood count, or urinalysis. Niacin or 
niacinamide, 25 to 100 mg/day, was 
given to several patients without a 
hinderance of the effect of aminonico- 
tinamide. Audiograms have failed to 
demonstrate eighth nerve damage, 
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Fig 4.—Two weeks after topical application of 1% aminonicotin- 
amide to right side. 


although tinnitus developed in two 
patients while they were not taking 
niacinamide (H. S. Zackheim, MD, oral 
communication, November 1977). 

Although little is known about the 
pathogenesis of pityriasis rubra pilar- 
is, it is speculated that the erythema 
and hyperkeratosis reflect increased 
epidermal cell proliferation. 

The epidermal turnover rate of 
glycine labeled with ''C and methio- 
nine injected into the plaques of five 
patients with pityriasis rubra pilaris 
has been shown to be significantly 
increased? The peak loss of both 
glycine and methionine occurred on 
day 7 in involved skin and on day 21 in 
uninvolved skin. 

Tritiated thymidine autoradio- 
graphic study of five patients with 
pityriasis rubra pilaris showed an 
average labeling index of 8.9, which is 
significantly increased but lower than 
the levels obtained for psoriasis.* 

Aminopterin sodium or methotre- 
xate orally has been used with good 
results; however, potential  side- 
effects would militate against their 
routine use. High-dose vitamin A 
therapy is not always effective, and 
one must be cautious of toxic reac- 
tions. If aminonicotinamide proves to 
be effective with low toxicity, it may 
become quite useful in the treatment 
of pityriasis rubra pilaris. Controlled 
studies will have to be done to 
substantiate this claim. 
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Phenytoin Hypersensitivity Reaction 


John Stanley, MD; Virginia Fallon-Pellicei, MD: 


* Aclinically characteristic hypersensi- 
tivity reaction to phenytoin occurred in 
two patients three to four weeks after they 
started phenytoin therapy. It consisted of 
a characteristic rash, fever, tender gener- 
alized lymphadenopathy, leukocytosis 
with atypical lymphocytes, and eosino- 
philia. One patient had liver function 
abnormalities suggestive of hepatitis, as 
have most previously reported cases. The 
rash was pruritic and generalized; it 
consisted of irregular, ill-defined macular 
erythema in patches with superimposed 
follicular papules and massive edema of 
the face and periorbital region. Facial 
edema is characteristic of this syndrome. 
In one case the rash progressed to 
include follicular pustules and resolved 
with superficial desquamation. Histopath- 
ologic specimens from both cases 
showed a dense, superficial lymphohistio- 
cytic infiltrate in the dermis and epidermal 
spongiosis. Intraepidermal pustules were 
present in one patient. The importance of 
recognizing this syndrome is stressed 
because it is potentially fatal. 

(Arch Dermatol 114:1350-1353, 1978) 


Kon we have seen two patients 
with a clinically characteristic 
hypersensitivity reaction to pheny- 
toin. Because this reaction can be 
severe (and, in many cases, has been 
fatal), and because it involves a fairly 
characteristic rash, dermatologists 
should be familiar with this syndrome. 
We report two cases of this hypersen- 
sitivity syndrome in order to review 
the characteristic clinical abnormali- 
ties, to discuss other associated clini- 
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cal and laboratory abnormalities that 
have been reported, and to present the 
histopathologic features of the skin. 


REPORT OF CASES 


Case 1.—A 16-year-old black girl was 
admitted to New York University Hospital 
with a generalized rash and fever. Seven 
weeks prior to this admission, she had 
undergone a craniotomy for removal of a 
choroid plexus hamartoma and prophylac- 
tic antiseizure medications were given; 
phenobarbital was given for ten days only, 
and then phenytoin was given at a mainte- 
nance dosage of 100 mg twice daily. 

Seven days prior to admission, a maculo- 
papular eruption developed over the trunk, 
face, and upper extremities. At this time, 
the patient had been receiving phenytoin 
for three weeks. The phenytoin was discon- 
tinued and oral diphenhydramine hydro- 
chloride was given with partial relief of the 
symptoms. The patient. was, however, 
anorectic and she complained of diffuse 
myalgias. The local physician prescribed 
intramuscular diazepam, aspirin, cloraze- 
pate dipotassium, and local heat. 

The day prior to admission, fever and a 
pruritic eruption developed that started on 
the face and quickly spread to the trunk 
and arms. The patient denied sore throat, 
arthralgias, headache, and coryza. 

Physical examination on admission 
showed a temperature of 39.4 °C and a 
pulse of 156 beats per minute. The patient 
appeared acutely ill and obtunded. Her 
face was severely edematous and erythem- 
atous, with scattered follicular papules. 
The trunk, arms, and thighs also demon- 
strated a splotchy, ill-defined erythema 
with tiny follicular papules (Fig 1). The 
pharynx was erythematous with a whitish 
exudate on the tonsils. Tender, firm, 
enlarged lymph nodes were noted in the 
cervical, axillary, and inguinal regions. The 
muscles in the extremities were tender to 
compression. Findings on the remainder of 
the physical examination were normal. 

Abnormal laboratory values are summa- 
rized in Table 1. On admission, the patient 
had an elevated WBC count with lympho- 
cytosis and atypical lymphocytes. Soon 


after admission, marked eosinophilia de- 
veloped. Liver function tests showed 
elevated SGOT, lactic dehydrogenase 
(LDH), and alkaline phosphatase levels. 
Results of the following laboratory tests 
were either negative or within normal 
limits: hematocrit, ESR, urinalysis, BUN, 
creatinine, VDRL, rheumatoid factor, an- 
tinuclear antibody, heterophil, and six 
blood cultures. Additional laboratory data 
showed normal T and B cell counts (method 
described by Lay et al') and a total serum 
hemolytic complement of 180 (normal is 
125 to 130). 

The initial treatment was symptomatic 
and included aspirin, acetaminophen, cy- 
proheptidine hydrochloride, and a topical 
emollient. 

On the second hospital day, the follicular 
papules on the face evolved into tiny (about 
1 mm) follicular pustules (Fig 2) and a 
culture revealed coagulase-negative Staph- 
ylococcus. Parenteral oxacillin therapy was 
started. During the next few days, the 
follicular papules on her neck, trunk, and 
arms also became pustular. Vesicles devel- 
oped, which became pustules in several 
days, on her arms. The patient’s anorexia 
and obtunded state continued. Intravenous 
fluids were started. 

By the fifth hospital day, the patient 
started to improve with a decreased 
temperature, decreased facial swelling, 
and resolution of her pharyngitis. The 
lymph nodes became less prominent and 
less tender. No new papules or vesiculopus- 
tules formed. Desquamation started on the 
chest, and then became more generalized 
as the rash resolved. The patient was 
discharged on the 13th hospital day. 

A skin biopsy specimen of an erythema- 
tous follicular papule on the thigh showed 
an intraepidermal vesiculopustule and a 
dense, superficial, perivascular lymphohis- 
tiocytic infiltrate (Fig 3). In this infiltrate 
there were a few atypical lymphocytes, 
some of which were in mitosis. A second 
biopsy specimen from a vesicle on the arm 
showed large intraepidermal vesiculopus- 
tules and a dense, superficial, perivascular 
lymphohistiocytic infiltrate in an edema- 
tous papillary dermis (Fig 4). A few eosino- 
phils were present within the infiltrate. 
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Direct immunofluorescence of a cutaneous 
efollicular papule was negative for IgG, 
IgM, and complement. 

CasE 2.—A 29-month-old black male 
infant was admitted to Bellevue Hospital 
with a severe rash. Fourteen months prior 
to admission phenobarbital therapy was 
begun to control seizures and phenytoin 
was added five weeks prior to admission. 

Several days before admission, pruritic, 
tiny erythematous follicular papules began 
to develop over the face and body. Hydro- 
cortisone cream, 1%, was prescribed. Three 
days before admission, the patient was 
seen in the emergency room with a swollen 
face and arms, and with generalized 
patches of irregular and ill-defined macu- 
lar erythema. The phenytoin was discon- 
tinued but the phenobarbital was contin- 
ued. Erythromycin therapy was started for 
possible secondary infection of the skin 
lesions. The patient's condition continued 
to worsen with increased facial edema and 
the development of arthralgias. 

Physical examination on admission 
showed a temperature of 37.2 °C and a 
pulse of 110 beats per minute. The patient 
was alert and scratching vigorously. The 
facial and periorbital edema was severe. 
The skin revealed an extensive, erythema- 
tous, ill-defined macular eruption with tiny 
follieular erythematous papules on the 
trunk and face and, to a lesser extent, on 
the extremities. The pharynx was ery- 
thematous. Tender adenopathy was pres- 
ent in the cervical, inguinal, and axillary 
areas. The liver and spleen were not palpa- 


_ ble. 


Laboratory values showed an elevated 
WBC count with lymphocytosis, atypical 
lymphocytes, and severe eosinophilia (Ta- 
ble 2). Results of the following laboratory 
tests were either negative or within 
normal limits: hematocrit, ESR, liver func- 
tion tests (including SGOT, SGPT, LDH, 
alkaline phosphatase, and  bilirubin), 
VDRL, rheumatoid factor, antinuclear an- 
tibody, and heterophil. The phenytoin 
blood level was undetectable and the 
phenobarbital level was 2.4 mg/dl (normal 
therapeutic level is 1.0 mg/dl). 

The initial treatment included dipheny- 
dramine, aspirin, and topical triamcinolone 
acetonide ointment, 0.1%. 

A skin biopsy specimen of an erythema- 
tous papule showed a psoriasiform lichen- 


id Table 1.—Laboratory Values of Case 1* 
WBC 
Lymphocytes, 
% 


Days 
After Count, Neutrophils, 


Bands, 
Admission x 10^? % % 


4 20.7 21 13 55i 9 0 189 658 135 0.5 


9 18.1 30 16 








Fig 1.—Case 1. Close-up of thigh showing 
splotchy erythema and tiny follicular 
papules and pustules. 
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Fig 2.—Case 1. Marked edema of face with 
diffuse erythema and innumerable tiny 
follicular pustules. 


Monocytes,  Eosinophils, 
% % 


16§ 32 0 





Basophils, 
% 


oid dermatitis with slight spongiosis and 
scale-crust within the epidermis (Fig 5). 

Five days prior to discharge, phenobarbi- 
tal therapy was restarted without ill 
effects and the patient was discharged on 
a regimen of phenobarbital on hospital 
day 15. 


COMMENT 


The basic dermatologic and clinical 
aspects of the phenytoin hypersensi- 


tivity syndrome are as follows.’ After 


taking phenytoin for about two 
weeks, rash, fever, generalized tender 
lymphadenopathy, leukocytosis with 
atypical lymphocytes and/or eosino- 
philia, and an anicteric or icteric hepa- 
titis develop. The rash is generalized 
and consists of irregular and ill- 
defined patches of macular erythema. 
A striking aspect of this rash is severe 
edema of the face. Periorbital edema 
may be so severe as to prevent the 
eyelids from opening. The rash is 
almost always pruritic and resolves 
with a desquamation that is reminis- 
cent of the type seen in scarlet fever. 
The mucous membranes are frequent- 
ly involved with erythema in the 
pharynx and on the oral mucosa. In 
our cases there was a notable follicular 
accentuation of the eruption. Case 1 
showed a progression of the rash. It 
started with an irregular macular 
erythema with superimposed follicu- 
lar papules (Fig 1) and massive edema 
of the face (Fig 2). The follicular 
papules evolved into pustules, first on 
the face and then on the trunk and 
arms. The arms also displayed some 
vesicles that evolved into pustules. 
Finally, the rash resolved with loss of 
the erythema and a very fine superfi- 
cial desquamation. 

In most reported cases, the patients 
have taken phenytoin for about two to 
three weeks** prior to the illness; in 
other cases the illness develops at four 
to seven weeks," but in almost all 
reported cases, the patients have 
taken phenytoin regularly for less 


Alkaline 
Phospha- 
SGOT LDH tase 


Bilirubin, 
mg/dl 


104 512 141 





*LDH indicates lactic dehydrogenase. The normal value for SGOT is 10 to 60 u/ml; for LDH, 100 to 225 u/ml; and for alkaline phosphatase, 30 to 85 


y. / ml. 
1Most lymphocytes were atypical. 
ÍA small number were atypical. 
§No atypical lymphocytes were noted. 
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than two months. Our patients re- 
ceived phenytoin for three and four 
weeks, respectively, when a rash 
developed. It is important to recognize 
that, as in our cases, the hypersensi- 
tivity reaction can progress for days 
after the phenytoin has been stopped. 
This can be confusing and the discon- 
tinued drug can mistakenly be over- 
looked or eliminated as the cause of 
the clinical syndrome. Cases have also 





been reported with the rash appearing 
from two days* to two weeks* after 
the drug was stopped. 

Liver function abnormalities have 
been reported in most of these cases; 
either icterus or liver chemistry 
changes suggestive of hepatocellular 
disease have occurred.*^ It is, there- 
fore, interesting to note that our 
second case had no liver chemistry 
abnormalities. We still believe that 


Fig 3. Seb 1. Skin biopsy specimen. Intraepidermal A AE with epidermal spongiosis 
and dense, superficial lymphohistiocytic infiltrate in dermis (hematoxylin-eosin, original 


magnification » 16). 





Fig 4.—Case 1. Skin biopsy specimen. Intraepidermal pustules and spongiosis with 
superficial lymphohistiocytic infiltrate in edematous papillary dermis (hematoxylin-eosin, 


original magnification x 16). 


this is a case of phenytoin hypersensi- 
tivity because of the characteristic, 
interval of phenytoin use and because 
of the clincial picture of a characteris- 
tic rash, generalized marked lymphad- 
enopathy, and leukocytosis with atypi- 
cal lymphocytes and eosinophilia. 

It is important to recognize that 
this hypersensitivity syndrome can be 
fatal. Dhar et al* note that of 17 cases 
reported through 1972 with pheny- 
toin-induced hepatitis, seven were 
fatal. Of the cases of phenytoin hyper- 
sensitivity reported from 1973 
through 1976,-5:9:* two out of 
seven were fatal. Most patients die 
with massive hepatic necrosis or with 
liver damage as a contributory cause 
of death. The incidence of mortality is 
probably much less than the above 
figures suggest, because the more 
severe cases tend to be reported more 
often than the less severe. 

The following, less common, clinical 
findings have been reported with the 
phenytoin hypersensitivity reaction. 
Sore throat?*''* has been reported, 
and the syndrome of fever, sore 
throat, lymphadenopathy, atypical 
lymphocytes in the peripheral smear, 
and hepatitis can easily be confused 
with infectious mononucleosis. Myal- 
gias*'^' and/or myositis? may be 
present. Hepatomegaly***^'? and, less 
commonly, splenomegaly^" may be 
present. The degree of the lymphade- 
nopathy and even the pathological 
features of the lymph nodes may 
suggest a lymphoma; therefore, this 
syndrome has also been classified as a 
pseudolymphoma.'* 

It is also of interest to note that a 
large majority of the patients of 
reported cases of this syndrome have 
been blacks. In a review of cases 
reported through 1972, Dhar et al' 
point out that 12 of 16 patients were 
black. Of the eight reported cases by 
Robinson and Stone,’ all patients were 
black (John Stanley, MD, written 
communication, Aug 1, 1977). Our two 
patients are also black. 

The etiology of this syndrome is not 
known. An immunologic basis has 
been postulated, but few immunologic 
studies have been reported in these 


Table 2.—Laboratory Values of Case 2 
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Fig 5.—Case 2. Skin biopsy specimen. Epidermal spongiosis with lichenoid lymphohis- 


tiocytic infiltrate (hematoxylin-eosin, original magnification X 40). 


cases. Kleckner et al reported a case 
with IgG antibodies to phenytoin. 
Robinson et al' reported a positive 
basophil degranulation test for pheny- 
toin in a patient with a hypersensitiv- 
ity reaction. Holland and Mauer 
reported a case with positive blast 
transformation of lymphocytes by 
phenytoin. There was no stimulatory 
effect of phenytoin on lymphocytes 
from a normal subject or from two 
subjects who had been given pheny- 
toin. Our first patient had normal 
numbers of peripheral T and B cells 
and had negative direct immunofluo- 
rescence of involved skin, so if a 
delayed hypersensitivity reaction is 
involved, it did not affect our patient's 
peripheral number of T cells, and if 
antibody to phenytoin is involved, it 
was not detected by immunofluores- 
cence in the skin. 
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There are few reports of the histo- 
pathologic features of the skin in 
these cases. Targan et al’ reported a 
case of phenytoin hypersensitivity 
followed by disseminated intravascu- 
lar coagulation and a biopsy specimen 
from the edge of a field of purpura 
showed a cutaneous vasculitis. Schrei- 
ber and McGregor" reported a case of 
phenytoin-induced pseudolymphoma 
in which a skin biopsy specimen 
showed a picture suggestive of myco- 
sis fungoides with a Pautrier’s "mi- 
croabscess.” Skin biopsy specimens 
from our first patient showed epider- 
mal vesiculopustules with a dense, 
superficial lymphohistiocytie infil- 
trate. In one biopsy specimen there 
were rare mitotic figures and atypical 
lymphocytes within the infiltrate. 
Another biopsy specimen from this 
patient did not show any atypical 
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cells. Eosinophils were either absent 
or sparse. Our second patient showed 
slight spongiosis in a psoriasiform 
epidermis accompanied by a superfi- 
cial, dense, lichenoid lymphohistio- 
cytie infiltrate. In general, our second 
patient had less severe clinical in- 
volvement than the first, and his skin 
biopsy specimen also showed less 
pronounced and earlier changes than 
the more florid pathologic findings of 
our first patient. Perhaps the use of 
topical steroids over large areas of the 
body surface modified our second 
patient's course. We did not find the 
picture of a vasculitis or of a pseudo- 
lymphoma in these biopsy specimens. 

The optimal therapy for this disor- 
der is unknown. Systemic corticoste- 
roids have been used?*/*":9s5* and 
some authors claim good response. 

In summary, we believe that the 
phenytoin hypersensitivity reaction is 
a characteristic, if not unique, clinical 
syndrome. Its relation to phenytoin 
has been proved in many cases by a 
challenge test dose.*^*" However, 
because of the seriousness of the reac- 
tion and its well-defined clinical char- 
acteristics, we believe that, in most 
cases, a challenge test dose is unneces- 
sary to confirm the diagnosis. 


A. Bernard Ackerman, MD, helped with the 
histopathologic interpretations, Dorothea Zuck- 
er-Franklin, MD, performed the T and B cell 
counts, and Thomas Wade, MD, prepared the 
photomicrographs. 
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Surgical Management of a Case With Unusual 


Sidney Barsky, MD; William Storino, MD; 
Karanmal Salgea, MD; D. Paul Knapp, MD 


€ Our case of cutaneous leishmaniasis 
clinically resembles the atypical form "'in- 
filtrees en nappes" that was described by 
Photinos in 1930. A subsequent biopsy of 
the lesion was performed more than one 
year after its onset and after a full course 
of stibogluconate sodium and the speci- 
men showed multiple organisms in mul- 
tinucleated giant cells as well as in histio- 
cytes. Electrodesiccation and curettage of 
the lesion resulted in complete healing 
with minimal scarring. 

(Arch Dermatol 114:1354-1355, 1978) 


pss leishmaniasis (known 
also as Oriental sore, Bagdad 
boil, Delhi boil, and Aleppo boil) is a 
disease endemic to the European 
countries that border the eastern 
Mediterranean, North Africa, Asia 
Minor, Southwest Asia, and India.' 
The causative organism, Leishmania 
tropica, was first discovered in 1885 
and named in 1903. Proof of its trans- 
mission by the sandfly, Phlebotomus 
papatasii, was reported in 1941.* The 
disease occurs in warm countries but 
modern travels have facilitated the 
report of cases in countries with 
temperate climates like the United 
States.*° 

Photinos'? in 1930 described unusual 
varieties of leishmaniasis, which he 
referred to as "formes atypiques infil- 
trees en nappes"; the histopathologic 
characteristics were not described. 
Other excellent reviews on this sub- 
ject have not described multiple orga- 
nisms in multinucleated giant cells in 
a late lesion.*' 

Treatment of leishmaniasis has 
been controversial. Many authors 
have recommended no treatment.*'?.'? 
Pentavalent antimonials, antimalari- 
als, sulfanilamide, amphotericin B, 
corticosteroids, and metronidazole 
have all been recommended. 

We describe the appearance of a 
ease of cutaneous leishmaniasis with 
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Clinical and Histological Features 


multiple organisms in multinucleated 
giant cells in a late lesion. Clinically, 
the lesion resembled the "formes 
atypiques infiltrees." Successful sur- 
gical management is described follow- 
ing the failure of drug therapy. 


REPORT OF A CASE 


A 5-year-old boy was seen at the skin 
clinic on Jan 7, 1976, with an infiltrated 
plaque on the center of his forehead (Fig 
1). This plaque developed from a papule 
that appeared on his forehead 18 months 
prior to consultation while he was visiting 
in Greece. No history of an insect bite could 
be obtained. Eight months prior to consul- 
tation, a biopsy was performed at a New 
York hospital and a diagnosis of leishma- 
niasis was made. The patient was given a 
total dose of six injections of stibogluco- 
nate sodium (2.2 ml each time). There had 
been no change in the size or appearance of 
the lesion. 

The lesion was an infiltrated, hard, 
erythematous plaque about 1 em in diame- 
ter with well-defined edges; it was 
surrounded by a violaceous zone and 
covered by some scales. Findings from the 
rest of the physical examination, including 
extensive laboratories studies, were nor- 
mal. 

A skin biopsy specimen showed a thin 
keratinized epidermis with a keratotic 
plug. The dermis was mostly replaced by 
indistinct granulomas composed of histio- 
cytes and lymphocytes admixed with 
multinucleated giant cells of the foreign 
body type (Fig 2-4). Aggregates of tiny 
round or oval bodies with no capsules were 
present in some histiocytes and giant 
cells. 

Because of the prolonged duration, 
refractoriness to treatment, and the con- 
cern of the mother, it was decided to 
intervene surgically. The lesion was 
injected with 1% lidocaine and, with stan- 
dard electrodesiecation and the curettage 
technique, the lesion was widely curetted. 
Within one month, healing was complete 
with minimal scarring (Fig 5 and 6). 


COMMENT 


Cutaneous leishmaniasis is a dis- 
ease caused by Leishmania tropica. 
The parasites exist in two stages: the 
leptomonad form, which is flagellated 
and found in the gut of the sandfly 
vector, and the leishmanial form, 
which is aflagellated and found in 
man and extrahuman vertebrate res- 
ervoirs. 
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~The life eye oka an adequate 
A reservoir, a vector (sandfly), 
and the human host. The sandflies 
ingest the leishmanial forms as they 
feed on mammals with leishmaniasis. 
The leishmanial forms transform into 
the leptomonads, which multiply by 
binary fission in the midgut and 
migrate into the buccal cavity be- 
tween the sixth and ninth day. These 
leptomonads may be injected into a 
punctured wound when the vector is 
feeding. In the host, the organisms 
assume the leishmanial forms. The 
complete cycle requires ten days.^'* 

Leishmania tropica cannot be dis- 
tinguished morphologically from L 
donovani and L braziliensis, which are 
the causative organisms of kala azar 
and mucocutaneous leishmaniasis, re- 
spectively.**-* The incubation period 
varies with the size of the inocu- 
lum and ranges from weeks to 
months.?-5: 18 

The clinical manifestations of cuta- 
neous leishmaniasis are divided into 
acute, chronic, or recidivous. In acute 
leishmaniasis, the primary lesion is 
usually a single pinkish papule that 
develops into a nodule, the center of 
which softens, ulecerates, and heals 
and leaves a depressed, disfiguring 
scar. In chronic leishmaniasis, the 
disease lasts longer than a year, and 
probably for several years. The 
lesions, which may be single or multi- 
ple, are red, raised, nonulcerated, 
boggy, scaly plaques of varying sizes. 
In recidivous leishmaniasis, the le- 
sions are circinate, erythematous pap- 
ules that appear at or near the periph- 
ery of the scars of previously healed 
primary lesions.^ '* 

In 1930, Photinos'^ described vatal 
unusual forms of cutaneous leishmani- 
asis in Greek women. Several of the 
lesions were described as infil- 
trated, hardened, reddish, erythema- 
tous plaques that were surrounded by 
an oval and large violaceous halo and 
covered by scales. The appearance was 
psoriasiform. Our patient's lesion re- 
sembled these psoriasiform lesions. 

The histopathology of cutaneous 
leishmaniasis is characterized by vari- 
able changes in the epidermis. It may 
be atrophic or acanthotic or both may 
coexist. In the dermis, there is 
massive infiltration of mononuclear 
cells and histiocytes with intracellular 
bodies in early lesions. Eosinophils 
and plasma cells are rare. In chronic 
leishmaniasis, the notable findings 
are tubercles in the upper and lower 
dermis that are composed of histio- 
cytes and foreign body giant cells 
with a mild to moderate mononuclear 
infiltrate. Leishmanial bodies are few. 
In the recidivous type, the dermis 
shows tubercles composed of epithe- 
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Fig 1.—Appearance of lesion when patient 
was first seen. 





Fig 4.—Oil immersion showing multiple 
organisms in multinucleated giant cells 
(original magnification » 100). 


lioid cells and giant cells of the foreign 
body type with massive infiltration of 
histiocytes and round cells. Leishma- 
nial bodies may be demonstrated." 

The unusual histological feature in 
our case is the demonstration of abun- 
dant organisms in multinucleated 
giant cells, as well as in histioeytes in 
a late lesion. 

The diagnosis is made according to 
the history and clinical picture, but 
the definitive diagnosis is based on 
the isolation of the organism in 
culture and the identification on 
smears of exudates and/or histologi- 
cal materials.?-*-* 

Because of the self-limited nature 
of cutaneous leishmaniasis and the 


1. Plorde JJ: Diseases caused by protozoa, in 
Winthrob MM, Thorn GW, Adams RD, et al (eds): 
Harrison's Principles of Internal Medicine, ed 7. 
New York, McGraw-Hill Book Co Ine, 1974, 
p 1025. 

2. Jung RC: Insect bites and infestations with 
cutaneous involvement, in Fitzpatrick TB, Arndt 
KA, Clark WH, et al (eds): Dermatology in Gener- 
al Medicine. New York, McGraw-Hill Book Co 
Inc, 1971, pp 1923-1926. 

3. Harman RRM: Parasitic worms and proto- 
zoa, in Rook A, Wilkinson DS, Ebling FJG (eds): 
Textbook of Dermatology, ed 2. Oxford, England, 
Blackwell Scientific Publications, 1972, vol 1, pp 
836-838. 

4. Rau RC, Dubin HV, Taylor WB: Leishmania 
tropica infections in travelers. Arch Dermatol 
112:197-201, 1976. 

5. Farah FS, Malak JA: Cutaneous leishmania- 
sis. Arch Dermatol 103:467-474, 1971. 

6. Hambrick G, Even-Paz Z: Cutaneous leish- 
maniasis encountered in Philadelphia. JAMA 
198:965-969, 1966. 


Arch Dermatol—Vol 114, Sept 1978 





Fig 2.—Multiple indistinct granulomas in 
dermis composed of lymphocytes, histio- 
cytes, and numerous multinucleated giant 
cells of foreign body type (hematoxylin- 
eosin, original magnification x 40) 





Fig 5.—Immediate postoperative appear- 
ance. 


unclear status of drug therapy, most 
investigators suggest withholding 
therapy.*'?'* The natural course of the 
disease may be followed in the acute 
nodular lesion, which does not consti- 
tute a special therapeutic problem. 
However, the chronic ulcerative form 
appears to necessitate treatment of 
some sort because this lesion takes 
many months or even years to heal, 
especially if it is secondarily infected. 
This protracted healing process re- 
sults in a disfiguring scar and may 
cause disability by virtue of its locali- 
zation.'^ There is still no satisfactory 
or effective treatment for cutaneous 
leishmaniasis. The pentavalent anti- 
monials and the antimalarials are the 
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Fig 3.—Multinucleated giant cells and 
histiocytes containing numerous orga- 
nisms (hematoxylin-eosin, original magni- 
fication x 40). 





surgery. 


most commonly used chemotherapeu- 
tic agents. 

In our case, we achieved complete 
healing within a month after surgical 
intervention with very minimal resid- 
ual scarring. In view of the excellent 
result achieved with electrodesicca- 
tion and curettage, we feel that this 
procedure is valuable in selected 
cases. 


Westwood Pharmaceuticals financed the cost 
of the color reproductions. 


Nonproprietary Names and 
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Amphotericin B—Fungizone. 
Metronidazole—Flagy!. 
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Basal Cell Nevus Syndrome 
in a Black Patient 


Report of a Case and Review of the Literature 


Sandy Martin, MD, Margaret Waisman, MD 


e An 80-year-old black man had multi- 
ple basal cell epitheliomas (BCEs), pal- 
mar pits, and mandibular cysts. This 
patient is unusual, not only because of 
multiple BCEs, but also because they 
developed when the patient was at age 77. 
Only three other black patients with multi- 
ple BCEs in association with basal cell 
nevus syndrome have been reported 
previously. 

(Arch Dermatol 114:1356-1357, 1978) 
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Fig 1.—Back lesion ka) denioneifalos budding of basaloid cells 
and peripheral palisading, consistent with BCE (hematoxylin- 


eosin, x 200). 
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(oor malignancies are among 

the most common type of malig- 
nancy seen in the white population. Of 
these, basal cell epitheliomas (BCEs) 
are the most prevalent. However, in 
blacks, eutaneous malignancies are 
rare, and BCEs are not the predomi- 
nant type of skin tumor. 

The basal cell-nevus syndrome 
(BCNS) is an inherited, autosomal 
dominant disorder, with a high degree 
of expressivity. It usually begins to 
present problems at an early age. This 
syndrome is apparently extremely 
rare in blacks and, of the reported 
cases, only three have had multiple 
BCEs in association with the syn- 
drome. We recently had the opportun- 
ity to examine an elderly black man 
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with BCNS with multiple BCEs that 
did not appear until his eighth 
decade. 


REPORT OF A CASE 


An 80-year-old black man came to the 
Veterans Administration Hospital in 
Houston complaining of recently developed 
"spots" on his chest and back. The patient 
recalled that the two pigmented lesions 
developed on the presternal skin no longer 
than a year or two prior to his first visit. In 
addition, he was aware of a similar lesion 
on his back, but did not know when it first 
appeared. During the six months prior to 
his first visit, the lesions on the chest 
began to burn, itch, and occasionally ooze 
serous material He denied having any 
uleeration, bleeding, sudden growth, or 
color change. The lesions on his back, like- 
wise, had a vague discomfort and itch. 





Fig 2.—Pigmented papule that clinically resembles seborrheic 
keratosis more than BCE. Histologically similar to Fig 1, it also 


shows retraction of dermis (hematoxylin-eosin, x 200.) 
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No. of 
Patients 


Dogliotti' 


Oluwasanmi et al’ 
Schrek* 


White et al 
Fleming et al^ 
Amonette and Kaplan’ 


No. of a 


1 albino with multiple BCEs 


All > 7 cm; 2 on sun-exposed 
areas 


5 sun-exposed 
6 on head and neck 
Tended to be large, aggressive 





*Review from 1947 to 1960 in a 500-bed hospital for blacks. 
+Based on 13 years of admissions to a cancer clinic, predominantly black. 


A review of his medical record showed 
that a histopathologically proved pig- 
mented BCE had been excised from his 
face three years previously. There was no 
history of skin cancers, pigment problems, 
unusual dental problems, or bone cysts. The 
patient grew up on a farm and had had 
childhood exposure to insecticides, al- 
though he did not know the chemical 
nature of the material. 

The patient had a 15-year history of 
adult-onset diabetes mellitus, for which he 
took tolbutamide. He had a mild peripheral 
neuropathy of both lower extremities, 
secondary to diabetes mellitus. The patient 
had a columnar cell carcinoma of the colon 
resected when he was 62 years old. Lumbo- 
sacral spine roentgenograms were taken 
when the patient was 53 years old, and they 
disclosed hypertrophic spurring of the 
lower portion of the lumbar region and 
narrowed interspaces, especially L3-4 and 
L4-5. 

There was no family history of skin 
diseases or lesions similar to the patient’s, 
but no family members were available for 
examination. 

On physical examination, the patient, 
who was a darkly pigmented black man, 
appeared younger than his stated age. 
Results of a general physical examination 
were remarkable only for presbyopia and a 
well-healed midline abdominal scar. There 
was no frontal bossing, prognathism, facial 
asymmetry, or hypertelorism. There were 
two similar, oval lesions on the anterior 
part of the chest. One to the left of the 
sternal border measured 2 X 2.5 em, and 
one on the right side of his chest measured 
2x3 em. The lesions were blue-black 
plaques, with darker stippled pigmentation 
and a palpable, irregular border. There 
were no telangiectasias or ulcerations. 
There were two blue-black plaques over the 
right scapula. One measured 4 x 5.5 cm, 
and the other was 3 cm in diameter. There 
were four black papules on the face, one 
over the right temporal region, two on the 


1. Dogliotti M: Skin disorders in the Bantu: A 
survey of 2,000 cases from Banagwanath Hospi- 
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2. Marshall J: Skin diseases in South Africa. 
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Superficial cancer in Nigeria. Br J Cancer 23:714- 
728, 1969. 

4. Schrek R: Cutaneous carcinoma. IV: Analy- 
sis of 20 cases in Negroes. Cancer Res 4:119-127, 
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left temporal region, and one in midfore- 
head; each was round and less than 1 em in 
diameter. Three hyperpigmented papules, 
0.5 em in diameter, were present on the 
abdomen. There were multiple, 1-mm 
palmar and plantar pits. There were no 
fibromas, lipomas, or cysts. 

Results of a CBC count, electrolyte 
determination, multiphasic chemical au- 
toanalyzer screening and urinalysis were 
within normal limits. There was a random 
blood glucose level of 176 mg/dl. Serologi- 
cal test results for syphilis and rheumatoid 
factor were negative. A chest roentgeno- 
gram showed emphysematous changes, but 
no rib abnormalities. Results of a skull 
series showed a midline calcified falx cere- 
bri. X-ray films of the mandible demon- 
strated cysts. 

Findings from biopsy specimens of all 
lesions were consistent with BCE, demon- 
strating tumor masses in the upper portion 
of the dermis that consisted of basaloid 
cells, with peripheral palisading and 
retraction of the dermis (Fig 1 and 2). All 
BCEs were removed by curettage and elec- 
trodesiccation. 


COMMENT 


Dogliotti' studied the various skin 
disorders recognized in the Bantu 
African population. Of 2,000 patients 
seen in a year, there were only three 
patients with BCEs, none of which 
was multiple. Marshall? also examined 
skin diseases in South Africa. Among 
the Pretoria Bantus and the Lagos 
Nigrae peoples, BCEs were so uncom- 
mon that they were not even afforded 
a fractional percentage in the tabula- 
tion of the incidence of skin diseases 
recognized. 

The Table is a tabulation of the 
literature that is concerned with the 
incidence of BCEs in black patients. 
In the series of Oluwasanmi et al, 
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BCEs represented approximately 5% 
of cutaneous malignancies; in that of 
White et al, 35%; in Fleming et al, 12%; 
and in Schrek’s, 20%. From this Table, 
it is evident that the rate of occur- 
rence of BCEs in blacks is low. In 
whites, BCEs account for approxi- 
mately 60% of skin malignancies.* It 
appears that BCEs constitute only 
about 20% of cutaneous malignancies 
in blacks. Some were noted for their 
size and aggressiveness, but this may 
relate to the socioeconomic class of the 
patient, rather than to the biological 
behavior of the tumor. Collectively, 
these studies show a similar distribu- 
tion of BCEs in men and women and 
the propensity for BCEs in blacks to 
occur more frequently (relative to 
BCEs on whites) on sun-deprived 
areas. 

With isolated BCEs uncommon in 
blacks, multiple BCEs are even rarer. 
There have been several reports of 
BCNS in blacks, but our research of 
the English literature reveals only 
three such patients with multiple 
BCEs. Giansanti and Baker? reported 
five cases of BCNS in two black fami- 
lies. One patient, a 19-year-old wom- 
an, had two pigmented BCEs. Lip- 
shultz and Abramson” reported a case 
of a 60-year-old black man with two 
histologically proved “invasive” facial 
BCEs and a mandibular cyst. Nicholas 
and Solomon" reported a case of a 56- 
year-old black man with a 25-year 
history of multiple BCEs, mostly over 
the scalp and face, as well as a right 
mandibular cyst, calcified falx cerebri, 
and shortened metacarpals of both 
hands. 

In summary, we have presented a 
case of a black patient with BCNS. 
This elderly man is unusual, not only 
because he had multiple BCEs, but 
also because his first BCE developed 
when he was 77 years old. From our 
review of the literature, it appears 
that if a black patient has more than 
one BCE, a search for additional stig- 
mas of the BCNS should be undertak- 
en. At the minimum, an x-ray film of 
the skull and mandible should be 
obtained. If these are consistent with 
BCNS, examination of available fami- 
ly members is encouraged. 
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Retroperitoneal Liposarcoma 


Metastatic to Scalp 


Bernard Peison, MD; Barry Benisch, MD; Manley C. Williams, MD 


e Metastasis of liposarcoma to the 
scalp occurred in a 50-year-old-man. 
Review of the literature disclosed no 
documented reports. Although cutaneous 
metastases from internal malignancies 
are of relative infrequent occurrence, 
such metastases may be limited to the 
scalp and a diagnosis can be established 
by a biopsy. 

(Arch Dermatol 114:1358-1359, 1978) 


case of retroperitoneal liposarco- 

ma that metastasized to the 
scalp is reported. A review of the 
literature disclosed no similar re- 
ports. ( 


REPORT OF A CASE 


A 50-year-old man had a large retroperi- 
toneal liposareoma removed on Aug 15, 
1975, that involved the second portion of 
the duodenum and that was densely adher- 
ent to the right kidney. The chest roent- 
genogram was normal. A liver scan showed 
hepatomegaly, and an intravenous pyelo- 
gram disclosed hydronephrosis and an 
apparent mass lesion that involved the 
lower pole of the right kidney. Microscopi- 
cally, the tumor was composed of large 
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bizarre polyhedral cells admixed in a few 
areas with small amounts of collagenized 
fibroblastie stroma with irregularly dis- 
posed blunt vessels. The cells had abundant 
vacuolated eosinophilic cytoplasm that 
stained positively for fat with Sudan red 
(Fig 1). Staining with phosphotungstic acid 
hematoxylin was negative for myofibrils. 
After surgery, he received 25 treatments 
with cobalt 60 via anterior and posterior 
ports for a total dose of 5,000 rads. The 
patient was discharged after his condition 
improved, and he returned to work. 

The patient did well until December 
1977, when he noticed a small nodule on his 
scalp. A chest roentgenogram demon- 
strated a small tumor mass in the right 
lung. The excised skin nodule measured 1.1 
em and had an elevated surface. Section 
disclosed a circumscribed, gray, glistening 
nodule. Microscopical examination dis- 
closed a circumscribed tumor nodule that 
elevated the dermis and involved the 
dermis and subcutis. The tumor was 
composed of spindle cells that showed 
abnormal mitosis and many anaplastic cells 
with lipid-laden cytoplasm and bizarre 
giant lipoblasts (Fig 2 and 3). 


COMMENT 


Metastasis to the skin occurs more 
often than has been estimated. In an 
autopsy series of 2,298 malignant 
tumors of various types, 93 cases had 
metastases to the skin (2.795). Three 
of these were reported to be sarcomas. 
Their importance lies in the fact that 
they are not uncommonly the first 
evidence of the existence of malignan- 
cy and also of metastases. The factors 
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Fig 1.—Pleomorphic liposarcoma of retro- 
peritoneum with lipoblasts (hematoxylin- 


eosin, original magnification x 10). 


influencing the location and mode of 
spread of metastases to the skin are 
variable and may be difficult to deter- 
mine in a given case. A great many 
tumor cells undoubtedly reach the skin 
through the blood stream. Distant 
solitary skin metastases, such as those 
of the scalp that are seen in carcinoma 
of the kidney and prostate, would be 
difficult to explain otherwise. The 
vascularity and comparative immobil- 
ity of the scalp may also be contribut- 
ing factors favoring the location of 
tumors in this region. 

Some tumors appear to have a 
predilection for certain sites. Twelve 
of the 33 breast carcinomas were seen 
initially with secondary tumors of the 
scalp.' In 18 cases of renal cell carcino- 
ma metastasizing to the skin, the head 
was the site of secondary deposits in 
eight cases and the scalp alone in 
four.’ 

Liposarcoma is an uncommon tumor 
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Fig 2.—Circumscribed metastatic tumor to 
scalp involving dermis and subcutis. Note 
intact thinned squamous epithelium (hem- 
atoxylin-eosin, original magnification 
x 2). : 


that tends to occur in elderly persons 
and to favor the lower extremities and 
retroperitoneal and mediastinal fat 
depots. Blood vessel embolization is 
the common pathway of spread for 
sarcomas, but lymphatic spread may 
occur as well. Liposarcoma arising in 
the retroperitoneum accounts for be- 
tween 12% to 43% of liposarcomas in 
most reported series. These tumors 
present a therapeutic dilemma be- 
cause of their tendency to attain 
tremendous size owing to early silent 
growth and because of their relative 
inaccessibility to wide, en bloc exci- 
sion. Retroperitoneal liposarcomas 
have a less favorable prognosis than 
do liposarcomas of the extremities. 
Enzinger and Winslow: reported a 
five-year survival rate of 71% for lipo- 
sarcomas of the lower extremities 
compared with 39% for those of retro- 
peritoneal origin. Kinne et al? in a 
study of 34 cases of retroperitoneal 
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Fig 3.—Spindle cells with lipid-laden cyto- 
plasm and bizarre lipoblast (hematoxylin- 
eosin, original magnification x 20). 


liposarcomas, found that metastatic 
disease developed in 19 of 34 patients, 
all of whom had local recurrence as 
well. The most common metastatic 
site was intraperitoneal (18 cases), 
with liver (12 cases), lung (5), CNS (4), 
skeleton (3), mediastinum (2), lymph 
nodes (2), and heart (1) completing the 
list. 

One should be highly suspicious of 
the possibility of cutaneous metas- 
tases when localized or generalized 
nodules appear on the skin that are of 
recent onset and are firm. Unless 
highly malignant, metastatic growth 
does not involve the epidermis or the 


walls of hair follicles, although the 


epidermis may be flattened as a result 
of pressure from the tumor beneath it. 
Cysts and hamartomas of the scalp 
are readily distinguished on the basis 
of concomitant findings, and should 
not be confused with cutaneous me- 
tastases. 
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Sézary’s Syndrome 





Report of a Case Showing Peripheral Neuropathy and Bone Marrow Fibrosis 


Howard Bargman, MD, FRCP(C), Robert L. Coupe, MB, ChB, FRCP(C) 


è A case of Sézary’s syndrome oc- 
curred in a 45-year-old man. The unusual 
noteworthy features in this case are 
dermal sclerosis, peripheral neuropathy, 
and bone marrow fibrosis. In two other 
cases, reviewed here, there was a tenden- 
cy to fibrosis; therefore, we propose that 
this process may be an integral part of 
Sézary’s syndrome. 

(Arch Dermatol 114:1360-1362, 1978) 


he typical case of Sézary’s syn- 

drome is characterized by ery- 
throderma associated with intense 
itching, peripheral lymphadenopathy, 
and the presence of Sézary’s cells in 
the cutaneous infiltrate and the circu- 
lating blood. These changes may 
evolve from a prior dermatitis or arise 
as an infiltrative erythema. General- 
ly, the prognosis is good and the 
patients often maintain a feeling of 
good health for years. Death is usually 
due to the development of a frank 
lymphoma, the side effects of treat- 
ment, or infection. 

We present a case of Sézary’s 
syndrome unusual in its relatively 
short duration and in showing dermal 
sclerosis, peripheral neuropathy, and 
bone marrow fibrosis. 


REPORT OF A CASE 


When first seen in November 1970, a 
45-year-old man gave a two-month history 
of red, scaling patches on the limbs. 
Nummular eczema was diagnosed and 
0.05% betamethasone valerate cream was 
prescribed. He failed to return for follow- 
up at this time and was next seen in 
October 1973 with a one-month history of 
severe pruritus, patchy redness, and super- 
ficial scaling, mainly on the limbs. A 14 kg 
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weight loss over the preceding few months 
was ascribed to dietary restriction for 
obesity. The eruption failed to respond to 
0.025% triamcinolone cream and a short 
course of oral prednisone therapy. Biopsy 
in November 1973 showed nonspecific 
changes, but a second biopsy shortly there- 
after showed the changes seen in Fig 1. He 
was admitted to the Vancouver General 
Hospital on Nov 28, 1973, where a general 
physical examination showed abnormali- 
ties limited to the skin of the type already 
described. In particular, there were no 
palpable lymph nodes. 

Electron microscopic studies of a skin 
biopsy specimen and peripheral blood 
demonstrated Sézary’s cells (Fig 2). The 
bone marrow showed no abnormal cells, but 
there was an absolute lymphocytosis. 


Hemoglobin value was 13.9 g/dl; WBC - 


count 13,100 with 58% neutrophils and 43% 
lymphocytes, some of which were atypical; 
platelet count was 412,000. 

In January 1974, he was referred else- 
where for electron-beam therapy during 
which he received: 2,100 rads in seven 
treatments at 6 meV over two weeks to the 
soles of the feet and 2,700 rads in 14 
treatments at 3 meV via six fields to the 
rest of the body, also over two weeks. 

During this treatment, palpable axillary 
and inguinal nodes were noted that, on 
biopsy, showed “mycosis fungoides, Séza- 
ry's variant." 

He was seen again by us on March 7, 
1974. He had erythroderma, worsening 
pruritus, dependent edema, and an ulcer 
over the right iliac crest 3 cm in diameter. 
The initial impression was that his symp- 
toms represented a radiation reaction. He 
was readmitted to the Vancouver General 
Hospital on April 19. Skin biopsy at the 
time of admission showed persistent foci of 
Sézary’s cells. We believed at this point 
that he had failed to respond to the elec- 
tron-beam therapy. A topical mechlore- 
thamine hydrochloride course of (10 mg 
dissolved in 60 ml of water applied once 
daily) was started, but he developed hyper- 
sensitivity to this. The increased pruritus 
was so intolerable in spite of 30-mg oral 
doses of prednisone daily that the mechlore- 
thamine hydrochloride was stopped after 
three weeks and vinblastine sulfate was 
given intravenously instead starting on 
May 13. There was an immediate lessening 
of redness and pruritus. This drug was 
therefore continued on a once weekly basis 
in a dose varying from 0 to 0.2 mg/kg of 
body weight, depending on the hemoglobin 


and WBC levels. Prednisone, 40 mg once 
every 48 hours, also was given. During the 
next six months, itching, scaling, redness, 
and infiltration persisted, partly controlled 
by this therapy. Just before discharge from 
the hospital on May 31, the hemoglobin 
level dropped to 10.4 g/dl. Investigation 
failed to uncover a source of blood loss or 
hemolysis, but he was found to have a 
serum iron concentration of 20 ug/dl. Iron 
was given and the hemoglobin level subse- 
quently rose to 12.1 g/dl by July 8, 1974. By 
the end of July, the hemoglobin level had 
again dropped to 10.1 g/dl. A gastrointesti- 
nal series at this time showed duodenal 
scarring but no active ulcer, and there was 
no occult blood in the stools. The possibility 
of bone marrow depression due to vinblas- 
tine sulfate was considered and chlorambu- 
cil was prescribed instead in a dosage of 4 
to 8 mg/day. There was an immediate 
increase in pruritus, scaling, and redness. 
In view of this, vinblastine sulfate was 
restarted on Sept 4, 1974, in addition to 
chlorambucil, the hemoglobin level having 
risen by then to 11.6 g/dl. The last dose of 
vinblastine sulfate was given in mid-Octo- 
ber, at which time it was believed that the 
chlorambucil should be exerting its full 
effect. 

On July 31, he complained for the first 
time of numbness and weakness of the 
hands and feet, which he said he had first 
noticed in March 1974 but not mentioned 
previously. Wasting of the small muscles of 
the hands and feet was noted. Electromy- 
ography confirmed the sensory loss and 
denervation of the muscles. No denerva- 
tion was detected in the proximal muscles, 
and there was no myopathy either proxi- 
mally or distally. This weakness persisted 
and worsened progressively. He was seen 
in consultation by a neurologist who found 
both sensory and motor neuron loss and 
concluded "I am uncertain as to the cause 
of his progressive polyneuropathy. ... Cer- 
tainly radiation is a possible cause with 
delayed reaction. Neuropathic symptoms 
started prior to his medications so this 
leaves only his primary disease and irradia- 
tion as causes." 

During this same period, a dermal sclero- 
sis became apparent. Its onset could not be 
dated since it was gradual and insidious. It 
was obvious by October 1974 to a point 
where blood could not be obtained for 
hematologic study by finger prick. It 
affected the fingers and the toes. There 
was no change in the color of the affected 
skin and absence of the binding down of 
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skin to underlying tissues seen in sclero- 

erma. In further contrast to scleroderma, 
the thickness of the fingers seemed, if 
anything, slightly increased rather than 
showing the tapering of sclerodactyly; 
normal mobility of the interphalangeal 
joints was retained. The appearance was 
most similar to that of a postinflammatory 
dermal fibrosis. 

He was readmitted to the Vancouver 
General Hospital in December 1974 after 
two days of acute and severe abdominal 
pain. It subsided without treatment over 
the next three days. On gastroscopy, there 
was mild esophagitis, healed mucosal gas- 
tric erosions, but no peptic ulcer and no 
bleeding. The hemoglobin value on admis- 
sion was 11.1 g/dl with a WBC count of 
13,100, neutrophils 63%, staff cells 3%; 
lymphocytes 29%, and monocytes 5%. The 
serum amylase value was 110 IU/liter, 
SGOT, 59 IU/liter and lactic dehydrogen- 
ase (LDH), 278 IU/liter. The SGOT and 
LDH levels rose to 225 and 750 IU/liter 
respectively by Dec 27. On Jan 5, he devel- 
oped sudden shortness of breath and chest 
pain and showed obvious pallor. The hemo- 
globin level that day dropped to 5.8 g/dl. 
Platelet count was 20,000 and remained at 
this low level thereafter on multiple counts. 
Bone marrow examination on Jan 7 showed 
“prominent fibrosis with a diffuse scatter- 
ing of normal marrow precursors, aggre- 
gates of megakaryocytes, small aggregates 
of lymphocytes, and quite numerous plas- 
ma cells” (Fig 3). 

It was thought that he had suffered 
intraperitoneal hemorrhages, and imme- 
diate treatment consisted of blood transfu- 
sions, which raised the hemoglobin level to 
10 g over the next four days. However, he 
subsequently developed epistaxis, hematu- 
ria, bleeding from the lip and mouth, and 
suffered a fatal pulmonary hemorrhage on 
Feb 8. Permission for autopsy was 
refused. 


COMMENT 


This patient showed typical changes 
of Sézary’s syndrome. There were, 
however, additional features that 
were unusual. They comprised periph- 
eral neuropathy, dermal sclerosis, and 
marrow fibrosis. It is conceivable that 
all these changes were coincidental 
but it is more plausible to assume that 
they represented different aspects of 
a single process. The changes could 
have been either iatrogenic in origin, 
an aspect of the Sézary syndrome 
itself, or a second, unrelated disease or 
diseases. There have been two pre- 
vious reports of cases of fibrosis in the 
course of Sézary’s syndrome. In the 
first’ fibrocytie proliferation was 
found in the dermis as well as in 
lymph nodes, lung, kidney, and spleen, 
but this was a change seen only on 
microscopy. There was no comment 
regarding dermal sclerosis on clinical 
examination. In this case, the bone 
marrow showed “well preserved hem- 
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Fig 1.—Skin biopsy specimen shows microabscesses (arrows) (hematoxylin-eosin, 
original magnification x 144). 


Fig 2.—Typical Sézary cells seen in peripheral blood circulation (original magnification 
x 6,300). 
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Fig 3.—Bone marrow (Masson trichrome). Left, Hypocellularity 
and fibrosis (original magnification X 144); right, fibrosis (original 


magnification X 460). 


atopoietic activity,” very few Sézary’s 
cells and apparently no fibrosis. The 
patient had received “superficial 
x-ray irradiation of the lymph nodes.” 
In the second case’ fibrosis was seen 
on microscopy of the myocardium, 
kidney, liver, and synovium. None was 
recorded in the skin or marrow, 
though the latter was hypocellular. 
There is no mention of x-ray therapy 
having been given. Marrow hypopla- 
sia apparently predated Sézary's syn- 
drome. When Sézary's syndrome be- 
came overt, its course was short, simi- 
lar to the duration seen in our case. A 
bilateral seventh nerve palsy was 
present as well. 

The fibrosis in our case differs in 
degree in being evident clinically as 
dermal sclerosis and in affecting the 
marrow. However, it is likely that it 
represents a similar pathological pro- 
cess. The peripheral neuropathy may 
have been due to a similar fibrosing 
process affecting the nerve bundles. 

The second possibility, that the 
changes were an independent disease 
or diseases, begs the question as to the 


l. Tateishi R, Wada A, Fujimoto Y, et al: 
Sézary syndrome: Report of an autopsy case 
showing systemic degenerative change of the 
connective tissue. Acta Pathol Jap 15:261-272, 
1965. 

2. Paradinas FJ, Harrison KM: Visceral 
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nature of the disease. The neurologist 
was unable to offer a specific diagno- 
sis for the neuropathy. However, it is 
important that he did not regard it as 
being induced by vinblastine or other 
drugs taken before the onset of neuro- 
logical symptoms. Similarly, the skin 
changes did not resemble any recog- 
nized entity, and the bone marrow 
fibrosis was not typical of that seen in 
idiopathic myelofibrosis. 

Could the changes have been iatro- 
genic? It is not possible to date the 
onset of the fibrosis with certainty 
since it was insidious in onset. The 
marrow fibrosis developed some time 
after the first marrow examination in 
December 1973, the dermal sclerosis 
sometime before October 1974, and 
the peripheral neuropathy before 
March 1974. Assuming a common 
cause for all three changes, this leaves 
the electron-beam therapy as the only 
possible iatrogenic factor. Subcuta- 
neous fibrosis has been described as 
side effects of electron beam therapy 
though these effects have been 
recorded with beams of 6 to 8 meV? 
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and are extremely rare. Contamina- - 


tion of the beam with more penetrat- 
ing radiation has also to be consid- 
ered. It has been previously recorded, 
though not to a degree such as would 
cause adverse effects.' In our case, it 
would offer an explanation for the 
localization of the dermal sclerosis 
since the acral parts would receive 
additional radiation on exit of the 
beam. However, the center where the 
therapy was given wrote that they 
"carried out extensive measurements 
deep into the groin, rectum, and 
mouth to measure any air contamina- 
tion and readings have always been 
nil" so that such contamination seems 
improbable. 

In conclusion, our case, considered 
with the other two quoted above, may 
be representative of a tendency to 
fibrosis that represents an integral 
part of the Sézary syndrome. 
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Vinblastine sulfate— Velban. 
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4. Heller EH: The treatment of cutaneous * 
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Pilomatricomas Associated With 


Myotonic Dystrophy 


Alexander Chiaramonti, MD, Robert S. Gilgor, MD 


€ A report of the ninth and tenth cases 
of myotonic dystrophy associated with 
pilomatricomas and a review of the 
previously reported eight cases showed 
that seven of the ten patients had multiple 
pilomatricomas. Six of ten patients had 
another relative with both myotonic dys- 
trophy and pilomatricomas. Patients with 
both myotonic dystrophy and pilomatrico- 
mas are more likely to have multiple 
tumors and to have a familial occurrence. 
The prevalence of pilomatricomas in 
patients with myotonic dystrophy is higher 
than in the general population. Pilomatri- 
comas may be a cutaneous manifestation 
of the myotonic syndrome. 

(Arch Dermatol 114:1363-1365, 1978) 


he calcifying epithelioma of Mal- 
herbe, or pilomatricoma,'* was 
first deseribed by Malherbe and Chen- 
antais in 1880; It is an uncommon 
benign tumor of adnexal keratino- 
cytes.‘ The pluripotential cells’ of the 
tumor differentiate towards cells of 
the hair matrix, hair cortex, and inner 
root sheath.* ° 
The association of the pilomatrico- 
ma with myotonic dystrophy was first 
reported in 1965 by Cantwell and 
Reed." Their patient had multiple 
tumors of the scalp and upper extrem- 
ities. Since that time, there have been 
seven other reported cases of concur- 
rent myotonie dystrophy and piloma- 


tricomas." In 1971, Harper reported 
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the first case of a familial occurrence 
of the two diseases." In 1972, he 
reported a second familial occurrence 
of a mother and son who had both 
myotonie dystrophy and pilomatrico- 
mas." To our knowledge the following 
patients represent the ninth and tenth 
cases of pilomatricomas associated 
with myotonie dystrophy and the 
third report of a familial occurrence of 
the two disorders (Table). 


REPORT OF CASES 


Case 1.—A 24-year-old man had a two- 
year history of five lesions on his scalp. The 
lesions had not enlarged substantially over 
the two-year period and were asymptomat- 
ic. Examination of the scalp demonstrated 
five subepidermal tumors that were freely 
movable and very hard on palpation. The 
tent sign was absent and clinieally we were 


not able to differentiate these tumors from 
pilar or epidermoid cysts. The smallest 
lesion was 0.7 x 0.5 x 0.2 em and the 
largest was 1 X 1 x 0.8 em. All of the 
lesions were surgically excised and micro- 
scopic examination showed that they were 
pilomatricomas. 

The patient was first admitted to the 
Duke University Medical Center in June 
1977. He complained of a one-year history 
of distal muscular weakness and difficulty 
relaxing his hand grip. He denied proximal 
muscle weakness. Physical examination 
showed minimal temporal alopecia, atroph- 
ic testicles, and bilateral myotonic cata- 
racts. Mental status indicated mild mental 
retardation. He was unable to relax his 
hand grip normally and he had percussion 
myotonia bilaterally in the thenar muscles 
of the hands. He had decreased muscular 
strength in the neck flexor muscles, hand 
grip muscles, forearm flexors, quadriceps 
femoris, and the foot extensors. The deep 


Analysis of Ten Reported Cases of Pilomatricomas and Myotonic Dsytrophy* 


Patient/Sex/ No. of 
Age at Pilomat- Location of 
Excision, yr ricomas Pilomatricomas Comment 


y 
1/M/24 5 Scalp Brother of patient 2 
2/F/37 2 Scalp Sister of patient 1 


3/M/52 4 2. scalp; 1, right arm; 1, T4 
left arm 


4/F/14 1 Left forearm Sister of patient 5 
5/F/13 1 Scalp Sister of patient 4 
6 


6/M/28 1 13, scalp; 2, arms; 1, Son of patient 7; only one 
back lesion surgically excised and 
microscopically examined; 
others had clinical features 
of pilomatricomas 


7/F/46 1 Scalp Mother of patient 6 
8/F/26 2 1. forehead; 1, back Ya 
9/M/12 1, shoulder; 1, back LE 


2 
10/M/53 2 Scalp : 





*Data on patient 3 were obtained from Cantwell and Reed." Data on patients 4 to 10 were ob- 
tained from Harper." Patients 1 and 2 are described in this article. 


Pilomatricomas—Chiaramonti & Gilgor 1363 





Fig 1.—Tent sign is seen on stretching 
skin; white macules are present on 
surface; tumor has irregular angles and 
facets. 





Fig 2.—Multiple facets and angles that 


form tent sign are seen in pathologic spec- 
imen from Fig 1. 


tendon reflexes were diminished bilater- 
ally. Results of the remainder of the neuro- 
logical and general physical examinations 
were within normal limits. Laboratory 
examination demonstrated a creatine 
phosphokinase (CPK) concentration of 173 
IU (normal, 0 to 110) and the lactic dehy- 
drogenase (LDH) value was 250 IU 
(normal, 90 to 200) with an increase in 
fraetions 4 and 5. The remainder of the 
admission laboratory examinations in- 
cluded complete blood cell count (CBC) 
with differential, electrolytes, BUN, glu- 
cose, creatinine, cholesterol, uric acid, bili- 
rubin, alkaline phosphatase, SGOT, total 
protein, albumin, calcium, phosphorus, thy- 
roid function studies, arterial blood gases, 
urinalysis, and chest x-ray film, all of 
which yielded normal results. A biopsy of 
the right quadriceps muscle demonstrated 
type I and type II muscle fiber atrophy 
consistent with myotonie dystrophy. Im- 
munoflourescent studies of the biopsy 
specimen showed normal findings. An ECG 
indicated first-degree atrioventricular 
(AV) heart block. A vectorcardiogram was 
normal. A His bundle study showed consid- 
erable disease in the His-Purkinje system. 
Because of the unexplained sudden death 
of his younger sister with myotonic dystro- 
phy, a demand epicardial pacemaker was 
inserted. 

Case 2.—The older sister of patient 1 is 
37 years old and has a five-year history of a 
gradually enlarging mass on the posterior 
lower aspect of the scalp. She also had a 
smaller lesion in the midtemporal area of 
the scalp present for two years. Both 
lesions were asymptomatic. Examination 
of the scalp showed a 0.5 em-diameter, 
hard, subepidermal nodule in the midtem- 
poral area of the scalp. The tent sign was 
absent and the nodule could not be clinical- 
ly differentiated from a pilar or epider- 


Fig 3.—Shadow cells at center of lesion with transitional cells below shadow cells and 
basophilic pluripotential cells adjacent to transitional cells (hematoxylin-eosin, original 


magnification is unknown). 
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moid cyst. The second tumor was a 2.5 
cm-diameter nodule in the left posteriow 
part of the scalp. It had white mottling of 
the overlying epidermis, a tent sign, and 
was irregularly shaped (Fig 1 and 2). No 
other skin tumors could be foupd. Both 
lesions were surgically excised. The smaller 
tumor was 0.5 x 0.8 em and the larger 
lesion, which demonstrated ossification, 
was 2.5 X 2 cm. Microscopic examination 
showed that both lesions were classic pilo- 
matricomas. 

The patient was first admitted to the 
Duke University Medical Center in July 
1977. She complained of a two- to three- 
year history of inability to walk up steps, 
diplopia, and frontal balding. Physical 
examination demonstrated considerable 
obesity and bilateral myotonic cataracts. 
The mental status examination indicated 
mild mental retardation. The cranial 
nerves were normal except for bilateral 
decreased visual acuity. There was de- 
creased sensation to pin prick in the left 
lower extremity below the midcalf level. 
She had decreased strength in all muscle 
groups and was unable to relax her hand 
grip normally. The deep tendon reflexes 
were decreased bilaterally. Results of the 
remainder of the neurological and general 
physical examination were normal. The 
CPK concentration was 182 IU and the 
LDH value was 192 IU. Admission labora- 
tory examination findings including a CBC 
count with differential, electrolytes, BUN, 
glucose, creatinine, cholesterol, uric acid, 
bilirubin, alkaline phosphatase, SGOT, 
total protein, albumin, calcium, phospho- 
rus, thyroid function studies, arterial blood 
gases, urinalysis, and chest x-ray film were 
within normal limits. A skull x-ray film 
was believed to show an osteoma present in 
the occipital area of the skull. A biopsy 
specimen from the right quadriceps femo- 
ris muscle showed type I and type II 
muscle fiber atrophy consistent with myo- 
tonic dystrophy. An ECG showed first- 
degree AV heart block. An echocardiogram 
showed prolapse of the mitral valve. A 
His-bundle study revealed mild disease of 
the His-Purkinje system. 


COMMENT 


Myotonic dystrophy is a hereditary 
disorder transmitted as an atypical 
autosomal dominant" with variable 
expression. The prevalence of the 
disease varies from two to five cases 
per 100,000 population.'* It is charac- 
terized by the inability to relax a 
muscle normally after contraction. 
Muscle wasting, frontal balding, pre- 
senile atypical cataracts, and testicu- 
lar atrophy are characteristic find- 
ings. Other associated findings are 
mental retardation, dystrophic heart 
disease, diabetes mellitus, and hyper- 
ostosis frontalis externa." Patients 
affected with this disease may demon- 
strate few or all of the physical find- 
ings. The disease tends to be progres- 
sively worse in successive genera- 
tions. 
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The pilomatricoma is an adnexal 
«tumor located in the dermis or subcu- 
taneous tissue. These are benign 
tumors thought to originate from 
primitive pluripotential cells differen- 
tiating* towards cells of the hair 
matrix, hair cortex, and inner root 
sheath.*'^ Histologically, the tumor is 
well demarcated, and three types of 
cells are present. There are basophilic 
cells, which contain deep-blue nuclei 
and little cytoplasm. These basophilic 
cells are found towards the periphery 
of tumor islands and may be absent in 
older tumors. These cells differentiate 
towards the second type of cells, the 
shadow cells (Fig 3), which lose their 
nuclei and show a central unstained 
shadow at the site of the lost nucleus. 
The basophilic cells may also differen- 
tiate to large squamoid keratinocytes 
with prominent keratohyaline gran- 
ules. Keratin and parakeratin may be 
associated with the squamoid cells.* In 
some tumors foreign body giant cells 
are seen in the stroma. Calcification in 
the shadow cells and in the stroma is 
seen in 70% to 85% of the tumors. 
There is ossification present in 15% of 
20% of the tumors.* 

Clinically, pilomatricomas are 
usually 0.5 to 3 em in diameter, but 
lesions as large as 13.5 cm have been 
reported.^ In most cases the tumors 
are covered by  normal-appearing 
skin-colored epidermis. On occasion, 
these lesions may appear blue or pink. 
Frequently, white macules 1 to 3 mm 
in diameter can be seen on the 
surface. On stretching the skin one 
may see a tent sign with multiple 
facets and angles (Fig 1). The tent 
sign is elicited by stretching the over- 
lying skin and noting several facets 
and irregular angles as one would see 
viewing a tent. With incision and 
drainage of the tumor, small, 1- to 
2-mm sized, BB-like particles may be 
extruded. On palpation the piloma- 
tricoma often is hard. When the tumor 
is located on the scalp it may be 
difficult to differentiate from a pilar 
or an epidermoid cyst. However, the 
pilomatricoma is usually harder than 
these cysts and there is usually no 
central pore. 

The most recent statistical analysis 
of the pilomatricoma was in 1973 by 
Moehlenbeck.'® He reviewed 1,559 
cases reported in the literature. In 
that series, 40% of the tumors arose 
before the age of 10 years and 60% 
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were present by age 20. Most of the 
tumors were solitary, and only 3.5% of 
the patients had multiple tumors. Of 
all the tumors, 39.6% occurred on the 
head, 12.3% on the neck, 37.6% on the 
extremities (7596 were on the upper 
extremities), and 10.5% occurred on 
the trunk. Pilomatricomas have not 
been reported on the palms, soles, or 
genitalia. In Moehlenbeck's series of 
170 cases, one tumor was found for 
every 824 dermatohistopathologic 
specimens. 

Including our patients, there have 
been seven familial cases reported to 
date with or without myotonic dystro- 
phy.'**-°° Of the seven familial cases 
of pilomatricomas, three occurred in 
the ten patients with both disorders. 
A total of six of the ten patients with 
both pilomatricomas and myotonic 
dystrophy had a familial occurrence of 
the disorders. Including our two 
patients, ten cases of pilomatricomas 
associated with myotonic dystrophy 
have now been reported.'''* There has 
been one screening study in patients 
with myotonic dystrophy." In this 
study 167 patients with myotonic 
dystrophy were thoroughly examined, 
and seven (4%) were found to have 
concomitant pilomatricomas. This is a 
much greater prevalence than that 
found for pilomatricomas in the gen- 
eral population. It is unlikely that this 
is a chance occurrence since both 
conditions are uncommon. In Moeh- 
lenbeck's survey, 3.596 of patients with 
only pilomatricomas had multiple tu- 
mors, but in our survey, of patients 
with both myotonic dystrophy and 
pilomatricomas, seven of ten (70%) 
patients had multiple tumors. It 
seems that patients with both myo- 
tonic dystrophy and pilomatricomas 
are more likely to have multiple 
tumors than solitary tumors. 

The evidence suggests that there is 
an association between myotonic dys- 
trophy and pilomatricomas. It is possi- 
ble that patients with myotonic dys- 
trophy have a predisposition to devel- 
oping pilomatricomas or that these 
tumors may actually be a cutaneous 
manifestation of the myotonic syn- 
drome. This is supported by the obser- 
vation that when pilomatricomas oc- 
cur in patients with myotonic dystro- 
phy they are more often multiple than 
solitary and they are commonly famil- 
ial. Additionally, the prevalence of 
pilomatricomas is much higher in 
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those patients with myotonic dystro- 
phy than in otherwise healthy pa- 
tients. Undoubtedly, any patient 
found with multiple pilomatricomas 
should be evaluated for the stigmata 
of myotonic dystrophy. 


Gerald S. Lazarus, MD, reviewed the manu- 
script. Sue Chiaramonti helped prepare the 
manuscript. 

This is publication 37 of the Dermatological 
Research Laboratories of the Duke University 
Medical Center. 
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Te n a Sot S 


Vitiligo, Chronic Thrombocytopenia, 


and Autoimmune Hemolytic Anemia | 


Thomas R. Walters, MD; Aaron B. Lerner, MD; James J. Nordlund, MD 


èe A 12-year-old boy with vitiligo, 
chronic thrombocytopenia, and a 
Coombs's positive autoimmune hemolytic 
anemia was treated with oral psoralens 
and exposure to ultraviolet light. An acute 
hemolytic crisis developed and he died. 
The association of autoimmune hemolytic 
anemia and vitiligo should be looked for 
in other cases. Until more information is 
available, patients with vitiligo and throm- 
bocytopenia should not be treated with 
psoralens and exposure to ultraviolet 
light. 

(Arch Dermatol 114:1366-1367, 1978) 


itiligo is a relatively common 

finding in both adult and pediat- 
ric populations. At least 50% of people 
with vitiligo experience loss of pig- 
ment of skin and/or hair before the 
age of 20. The association of vitiligo 
with autoimmune diseases involving 
the thyroid gland, gastric mucous 
membrane, and adrenal gland has 
been well documented in adults but 
not in children.’ We present a case of 
an adolescent with vitiligo, chronic 
thrombocytopenia, and a Coombs’s 
positive autoimmune hemolytic ane- 
mia who, after being treated orally 
with psoralens and exposure to ultra- 
violet light, went into an acute hemo- 
lytic crisis and died. 


REPORT OF A CASE 
Present Illness 


A 12-year-old boy had dark-colored urine 
for four days and acute abdominal pain, 
vomiting, and yellowish discoloration of 
skin and eyes for one day. 

The patient was well until four days 
prior to admission when he passed dark- 
colored urine. There was no history of 
urinary burning or frequency. When pain 
in the abdomen developed the day before 
admission, he also appeared yellow. Pain in 
the left subcostal region radiated to the 
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right side. It was spasmodic in character 
and was associated with five episodes of 
vomiting. He did not have a fever. 


History 


There was pancytopenia between the 
ages of 2 and 5 years. Results of two 
separate bone marrow examinations per- 
formed shortly after the time of this find- 
ing were interpreted as hypoplastic and 
subsequently hyperplastic. Therapy con- 
sisted of corticosteroids, folic acid, and 
blood transfusions. Six hospitalizations 
were required for symptoms related to his 
hematologic problems. These symptoms 
subsided by age 5 and no further medical 
care was sought. 

At 9 years, vitiligo developed. 

At the age of 10 easy bruisability devel- 
oped but the patient had no bleeding prob- 
lems. The case was followed up because of 
chronic, intermittent thrombocytopenia (6 
to 195,000/cu mm) for two years. Enlarge- 
ment of the spleen to 4 to 6 em below the 
left costal margin was a persisent finding. 
No specific therapy was given. 

His vitiligo subsequently became wide- 
spread. His personal dermatologist pre- 
scribed the following therapy for this prob- 
lem: four months and three months prior to 


admission, methoxsalen (Oxsoralen), 1% 
solution, was applied to numerous areas of 
depigmented skin, followed by ultraviolet 
exposure in the 280- to 320-1 range. At 2!5 
months, 1 month, and 2 weeks prior to 
admission, the above therapy was preceded 
by two hours by the oral ingestion of 30 mg 
of trioxsalen (Trisoralen). No beneficial 
effect was observed. 

There was no family history of vitiligo, 
skin or immunologic diseases, light sensi- 
tivity, or blood dyscrasias. 

On physical examination he was afebrile, 
well nourished, lethargic, weak, properly 
oriented, and deeply jaundiced. There were 
multiple patches of vitiligo over the face, 
trunk, and extremities. The abdomen was 
slightly distended. The liver and spleen 
were palpated 3 cm below the respective 
costal margins. Results of the neurological 
examination were normal. 

Initial hospital laboratory data included 
a hemoglobin level of 8.1 g/dl; hematocrit 
reading, 21%; and reticulocyte count, 0.5%. 
Examination of the peripheral smear 
showed normochromic and normocytic 
RBCs. The direct Coombs’s test showed a 
2+ reaction. The antibody was a warm IgG 
antibody without specificity. Glucose-6- 
phosphate dehydrogenase activity was nor- 


Table 1.—Laboratory Study Results From Ages 2 Through 12* 


Lupus 
Erythe- 
Hemo- Reticu- Plate- matosus 
globin, locytes, WBC, lets, Bone Prepa- 
Date g/dl % 10° 10° Marrow ration Comment 











5/31/66 Pb 

















146.0 Hypocellular, 


megakaryocytes 
present 
Hypercellular 
myeloid activity, 
occasional 
megakaryocytes 


7/27/66 8.0 ds à 1.0 Tip of spleen 


palpated 


10/29/66 13.0 Lymph node 
biopsy, reac- 
tive follicular 
hyperplasia 

Nega- Spleen 4.0 cm 

tive below costal 
margin, total 
serum protein, 
6.8 g/dl; 
SGOT, 77 IU; 
SGPT, 83 IU; 
LDH,* 204; al- 
kaline phos- 
phatase, 417 
g/dl; bilirubin, 
1.0 mg/dl 


Spleen 4.0 cm 


8/9/76 12.8 


12/16/76 


14.5 0.7 





*Lactic dehydrogenase. 
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Table 2.—Laboratory Studies During Hospitalization, 1977 
















Test 2/14 
Hemoglobin, g/dl 8.1 
Reticulocytes 0.5 
Platelet, 10° 196 
Total bilirubin, mg/dl 


Direct, mg/dl 





LDH,7 718 









Prothrombin time 


Partial thromboplastin 
time 20 sec 


Glucose, mg/dl 125 
Ammonia, mg/dl 136 


*Exchange transfusion. 
TLactic dehydrogenase. 


mal. The hemoglobin on electrophoresis 
was A. There was no measurable serum 
haptoglobin. The lupus erythematosus cell 
preparation, antinuclear antibody, Aus- 
tralia antigen, and results of a slide test for 
heterophil antibody for infectious mononu- 
cleosis were negative. Urinalysis showed 
both RBCs and RBC casts. The BUN level 
was 48 mg/dl; SGOT level, 183 IU/dl; 
SGPT, 81 IU/dl; lactic dehydrogenase 
value, 718 IU/dl; total serum protein 
concentration, 6.9 g/dl; albumin value, 4.6 
g/dl; alkaline phosphatase level, 220 IU /dl; 
total bilirubin concentration, 26.5 mg/dl; 
direct bilirubin concentration, 7.7 mg/dl; 
ammonium level, 136 ug/dl; and blood 
glucose, 125 mg/dl. The IgG level was 1,275 
mg/dl; IgM, 288 mg/dl; and IgA, 68 mg/dl. 
Early laboratory study results are summa- 
rized in Table 1 and those for the present 
hospitalization in Table 2. Ultrasound 
examination of the abdomen showed no 
masses in the subdiaphragmatie area other 
than the hepatosplenomegaly. The intrave- 
nous pyelogram was normal. The impres- 
sion was that the patient had an acute 
hemolytie episode of autoimmune origin. 
The authors were consulted for recommen- 
dations about the cause and treatment of 
his hemotologic and pigmentary disor- 
ders. 


Hospital Course 


The patient's jaundice rapidly pro- 
gressed. Even though he received numer- 
ous whole blood and packed RBC transfu- 
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2/16 
pA 
2/15 Pre-ET* Post-ET* 2/17 
6.1 6.2 13.7 4.5 
0.1 0.1 0.1 0.1 


198 150 


Alkaline phosphatase, 
g/dl 2 


20 385 iK "A Ne 
Total serum protein, 
g/dl 69 5:1 
Albumin /globulin 
ratio 4.6/2.3 4.3/0.8 


Amylase, units /dl "n 143 126 s ens 





BUN, mg/dl 48 55 77 128 169 


Therapy 1 unit whole 4 units whole blood, Exchange transfu- 1 unit 
blood, 1 2 units packed sion, 7 units whole 
unit packed RBCs, 100 mg hy- whole blood, 4 blood 
RBCs drocortisone every units packed 


4 hours intrave- 
nously 









- 183 
50.0 139.2 




















RBOs, 5 units 
fresh frozen 
plasma, 8 units 
platelets 







sions, he was unable to maintain a steady 
hemoglobin level, and in spite of receiving 
hydrocortisone, 100 mg intravenously ev- 
ery four hours, his restlessness, delirium, 
and jaundice became dramatically worse. A 
partial exchange transfusion was per- 
formed. The total blood volume was esti- 
mated to be 3,000 ml; 3,200 ml of blood was 
withdrawn and 3,000 ml of blood was trans- 
fused into the patient. Following the trans- 
fusion, the bilirubin level dropped from a 
pretransfusion level of 113 mg/dl to a nadir 
of 50 mg/dl. But it rose again to 139 mg/dl. 
Blood transfusions were continued. How- 
ever, his clinical status did not improve. He 
developed cardiovascular arrest and died 
on the fourth day. 


Findings at Autopsy 


The liver weighed 1,840 g (normal for 
age, 700 g). The spleen weighed 745 g 
(normal for age, 70 g). There was cervical 
and para-aortic lymphadenopathy. There 
was hemorrhage into the cardiac papillary 
muscle suggestive of early myocardial 
infarction. 

The microscopic findings included the 
following: the liver cells showed normal 
morphology without evidence of infection 
or necrosis. There was minimal bilirubin 
plugging of the biliary ducts. Minimal 
hemosiderin was present. The kidneys 
showed chronic pyelonephritis with slight 
bilirubin deposition in the glomeruli. The 
brain findings were compatible with 
anoxic changes. There was no kernicterus. 


The spleen was hyperactive with nodular 
infiltrates of lymphocytes and histiocytes. 
Occasional noncaseating granulomas with 
giant cells were found. The bone marrow 
was hypercellular with considerable ery- 
thyroid hyperplasia. Megakaryocytes were 
present. 

There was no bacterial growth in numer- 
ous pre- and postmortem bacterial cultures. 
Viral studies, which included the inocula- 
tion of specimens from brain, liver, kidney, 
and colon into monkey kidney and HEp: 
cells, inoculation of brain into duck 
embryonic tissue culture, and inoculation 
of brain and liver into suckling mice, had 
negative results. 


COMMENT 


The patient probably had an au- 
toimmune pancytopenia. He did well 
until age 12, when a severe hemolytic 
episode led to a myocardial infarct 
and cerebral anoxia. The severe ery- 
thyroid hyperplasia found in the bone 
marrow, the Coombs's positive hemo- 
lytic anemia, and the enlarged hyper- 
active spleen supported the concept of 
an autoimmune genesis. The finding 
at autopsy of a normal liver suggests 
that the patient's remarkable jaundice 
was caused by hemolysis crisis. 

What precipitated the acute and 
final episode is not known. He had no 
antecedent infection to produce a 
hemolytie crisis. The combination of 
methoxsalen applied locally, trioxsal- 
en taken orally, and exposure of the 
skin to an ultraviolet light source must 
be considered to be a possible cause 
for the acute illness. We suggest that 
patients with vitiligo and thrombocy- 
topenia be treated with caution or not 
at all. 

The association of vitiligo, thrombo- 
cytopenia, and autoimmune hemolytic 
anemia could be due to chance alone 
because vitiligo is common. However, 
the incidence of vitiligo is increased in 
patients with a variety of abnormal 
immune states that are characterized 
by organ specific antibodies or dys- 
function of the immune system, eg, 
thyroiditis, pernicious anemia, dia- 
betes, adrenal insufficiency, myasthe- 
nia gravis, thymomas, and melano- 
mas. We believe that the relationship 
of the Coombs’s positive autoimmune 
hemolytic anemia and vitiligo in this 
case is more than coincidental. We 
hope other physicians will watch close- 
ly for other children with autoimmune 
disorders associated with vitiligo and 
report their findings. 


References 


1. Lerner AB, Nordlund JJ: Vitiligo: What is 
it? Is it important? JAMA 239:1183-1187, 1978. 

2. Lerner AB, Nordlund JJ: Vitiligo: The loss 
of pigment in skin, hair and eyes. J Dermatol 
5:1-8, 1978. 


Vitiligo—Walters et al 1367 





r 


Neurofibromatosis 


and Interstitial Lung Disease 


e The literature suggests that 10% to 
2096 of adult patients with neurofibroma- 
tosis have associated interstitial lung 
disease. Characteristics of such involve- 
ment, as present in the case reported 
herein, include bilateral lower lobe fibro- 
sis and may include bullous and cystic 
changes in advanced cases. In addition to 
pulmonary fibrosis, neurofibromatosis 
may have other intrathoracic associa- 
tions; including “dumbbell” neurofibro- 
mas, intercostal neurofibromas, and intra- 
thoracic meningoceles. 

(Arch Dermatol 114:1368-1369, 1978) 


P 1849 Robert Smith described the 
multiple cutaneous tumors that 
are now known as neurofibromas,’ but 
it was not until 1882 that von Reck- 
linghausen more clearly described the 
entity that bears his name.? Since 
then, myriad cutaneous and extracu- 
taneous manifestations of neurofibro- 
matosis have been noted. 

One only recently documented, but 
not infrequent systemic feature of 
neurofibromatosis is pulmonary fibro- 
sis, which, along with intrathoracic 
tumors,***^ has been associated with 
varying degrees of morbidity and 
mortality. To emphasize and discuss 
the relationship of neurofibromatosis 
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to lung disease, the following case 
history is presented. 


REPORT OF A CASE 


A 45-year-old man was admitted to the 
hospital for evaluation of atypical chest 
pain. He had no history of cardiac disease, 
and his only risk factor for coronary artery 
disease was a smoking history equal to 20 
pack-years of exposure. For many years he 
had had "emphysema," which was diag- 
nosed on the basis of a history of exertional 
dyspnea and pulmonary function tests 
demonstrating moderate airway obstruc- 
tion with severely reduced diffusion capac- 
ity. a,- Antitrypsin levels had been within 
normal limits. 

Physical examination disclosed a well- 
developed man who was in no distress, with 
normal vital signs and pertinent physical 
findings limited to the chest and skin. The 
lungs revealed persistent posttussive basi- 
lar rales and were otherwise unremarkable. 
Cardiac examination results were normal. 
His skin had numerous soft, depressible, 
flesh-colored nodules on the trunk and face, 
with numerous café au lait spots on the 
back and lateral trunk area. Neurologic 
examination results were within normal 
limits. 

Results of laboratory studies included a 
normal ECG, an unremarkable complete 
blood cell count, and normal levels of crea- 
tine phosphokinase, SGOT, and lactic dehy- 
drogenase. An abnormal chest x-ray film 
demonstrated bilateral apical bullae and 
moderately severe interstitial fibrosis in 
the lower lobes bilaterally. Biopsies of his 
cutaneous nodules revealed neurofibromas. 
After observation and with spontaneous 
remission of his chest pain, the patient was 
discharged. 


COMMENT 


Among the phakomatoses, neurofi- 
bromatosis, tuberous sclerosis, and 
Sturge-Weber disease have all been 
described in association with diffuse 


interstitial lung disease; the re- 
spective case reports referred to "fi- 
brosing alveolitis," "cystic lung dis- 
ease," and "sclero-emphysema."':? 
Pulmonary fibrosis has many causes, 
though many cases are considered to 
be "idiopathic" or of "unknown etiolo- 
gy." In general, the pathologic find- 
ings vary with the underlying cause, 
though certain common features do 
exist, including varying degrees of 
inflammatory cellular infiltration, in- 
creased fibrous tissue in the alveolar- 
septal wall, and, in more advanced 
stages, gross changes in pulmonary 
architecture with cyst and bulla 
formation, secondary to distortion of 
alveolar anatomy. 

The pulmonary abnormalities asso- 
ciated with neurofibromatosis, while 
generally similar to the above picture, 
have been associated with somewhat 
distinctive features. In these cases, 
the distribution of changes was note- 
worthy; the lower lobes were most 
seriously involved both roentgeno- 
graphically and on pathologic exami- 
nation. Secondary cystic changes were 
most marked in the subpleural re- 
gions, with bullous changes pro- 
nounced in the upper lobes.* 

One case report of coexisting neuro- 
fibromatosis and pulmonary fibrosis 
reported immunofluorescent staining 
of the lung biopsy specimen to be 
negative for immunoglobulins, fibrin- 
ogen, complement, and albumin." 
Electron microscopy in this case 
showed intra-alveolar macrophages 
with the occasional presence of “tight 
junctions,” a characteristic finding of 
epithelial cells of presumed mesenchy- 
mal origin. It was postulated that the 
macrophages might have originated 
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Fig 1.—Multiple café au lait spots and neurofibromas on back of 
patient with neurofibromatosis. 


Fig 2.—Chest x-ray film of patient with neurofibromatosis shows 
moderately severe, bilateral, lower lobe interstitial fibrosis. 


from the granular pneumocytes lining 
the alveolar wall. 

Clinically, it has been estimated 
that up to 20% of patients with neuro- 
fibromatosis, aged 35 to 60, have asso- 
ciated interstitial lung disease. As 
with pulmonary fibrosis of other 
origin, involvement may progress to 
respiratory failure with fatal compli- 
cations.'^ 

Interstitial lung disease is not the 
only intrathoracic association of neu- 
rofibromatosis. Thoracic abnormali- 
ties have been estimated to occur in 
1556 of all patients with neurofibroma- 
tosis^ and are primarily of three 
types.* So-called dumbbell neurofibro- 
mas are located in the posterior 


l. Fulton JF: Robert W. Smith's description of 
generalized neurofibromatosis (1849). N Engl 
J Med 200:1315, 1929. 

2. Von Recklinghausen FE: Uber die multiplen 
Fibrome der Haut und ihre Beziehung zudem 
multiplen Neuromen. Berlin, A  Hirschwald, 
1882. 

3. Sutton RL, Sutton RL Jr: Diseases of the 
Skin. St Louis, CV Mosby Co, 1939, pp 628-633. 

4, Adams RD, Reed WB: Neurocutaneous 
diseases, in Fitzpatrick TB, Arndt KA, Clark WH 
Jr, et al (eds): Dermatology in General Medicine. 
New York, McGraw-Hill Book Co Ine, 1971, pp 
1393-1396. 

5. Massare D, Katz S, Matthews MJ, et al: Von 
Recklinghausen's neurofibromatosis associated 
with cystic lung disease. Am J Med 38:233-240, 
1965. 

6. Massare D, Katz S: Fibrosing alveolitis: Its 
occurrence, roentgenographic and pathologic 


Arch Dermatol—Vol 114, Sept 1978 


mediastinum, may widen the inter- 
vertebral foramens, and may produce 
pressure defects on the pedicles, 
vertebral bodies, or posterior ribs. 
Intereostal neurofibromas arise from 
peripheral portions of intercostal 
nerves and may extend into the chest, 
simulating lung tumors. The third 
well-documented intrathoracic tumor 
in patients with neurofibromatosis, 
which is said to be more common in 
such patients than neurogenic tumors, 
is the intrathoracic meningocele." 
Patients with neurofibromatosis ac- 
count for more than 75% of reported 
cases of intrathoracic meningocele." 
The basis of the relationship be- 
tween neurofibromatosis and pulmo- 
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nary fibrosis is unknown. That an 
indisputable relationship exists is un- 
certain. Patchefsky et al' point out 
that the largest series was culled from 
a Veterans Association population 
that may have been selected either by 
referral for lung disease, neurofibro- 
matosis, or both. The association of 
these two uncommon diseases, howev- 
er, seems more than fortuitous. That 
both diseases have occurred in a moth- 
er and son" suggests a possible 
common genetic origin, perhaps by 
linkage of different genetic factors or 
by variable phenotypic expression of a 
single genetic factor. Despite these 
observations, the pathogenesis of both 
diseases remains unknown. 
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An Unusual Case of 


North American Blastomycosis 


Donald J. Pirozzi, MD; Stephen W. Schwarzmann, MD; Allen D. Lewis, MD 


€ A patient with a laryngeal tumor first 
diagnosed as squamous cell carcinoma 
was subsequently found to have North 
American blastomycosis. Diagnosis of 
this condition eventuated in eradication of 
the lesion as well as removal of a 
tracheostomy, which was thought to be 
permanent. 

(Arch Dermatol 114:1370-1371, 1978) 


No American blastomycosis is 
caused by Blastomyces dermati- 
tidis and is manifest in three or four 
forms: 1. primary cutaneous inocula- 
tion blastomycosis, 2. pulmonary 
blastomycosis, 3. disseminated (sys- 
temic) blastomycosis, and 4. rarely, a 
mild disseminate form in which 
chronic cutaneous lesions are the 
primary clinical manifestations. 

The following case is unusual 
because the patient manifested the 
disease in a very localized manner and 
showed no systemic findings. 


REPORT OF A CASE 


A 73-year-old woman had had difficulty 
swallowing since 1961. From 1966 to 1970, 
the patient was told she had “tumors in her 
throat” and had been treated with radia- 
tion therapy. In 1971, a partial laryngecto- 
my and tracheostomy was performed for 
removal of what was thought to be a 
laryngeal neoplasm. Histopathological di- 
agnosis at that time was squamous cell 
carcinoma of the larynx, and she was 
treated postoperatively with radiation 
therapy. Her tracheostomy tube has 
remained in place since that procedure was 
performed. Approximately six months 
prior to her admission to Emory University 
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Hospital, she noted appearance and grad- 
ual enlargement of a verrucose, pustular, 
erythematous plaque superior to and 
involving the area around the tracheosto- 
my site (Fig 1). The lesion was somewhat 
painful to the touch. A biopsy of the lesion 
was performed and found to be consistent 
with a deep fungal infection. 

The patient was admitted to Emory 
University Hospital with a diagnosis of 
North American blastomycosis. A repeat 
biopsy of the lesion showed pathological 
changes typical of blastomycosis (Fig 2 and 
3). A sample of tissue was cultured and 
grew out typical B dermatitidis. A review 
of the histologic section from the 1971 
surgery was done and pathologic features 
consistent with North American blastomy- 
cosis were found at that time. The patient 
was then examined for systemic changes of 
North American blastomycosis. Examina- 
tion of the patient’s blood, lungs, gastroin- 
testinal tract, and remaining larynx 
showed no evidence of B dermatitidis. 
Immune diffusion with the patient’s serum 
was performed and was positive to two 
bands. 

The patient was given amphotercin B at 
an initial dose of 10 mg in 500 ml of 5% 
dextrose in water over four hours after she 
was prepared with 50 mg of diphenhy- 
dramine hydrochloride and 648 mg of 
acetaminophen. No toxicity was noted. On 
the eighth hospital day, the patient’s 
tracheostomy tube was removed and 
replaced by a button with a plug in it, since 
neither her larynx nor trachea was 
involved. The patient was discharged but 
twice weekly infusions of amphotercin B 
(25 mg) were continued until clinical remis- 
sion was obtained. Approximately two 
weeks after discharge, the patient’s tra- 
cheostomy button was removed and her 
wound allowed to granulate. At this time 
her wound was 90% healed. One and a half 
months after discharge and after she had 
received 300 mg of amphotercin B, she was 
completely healed (Fig 4). The patient has 
had no recurrence of infection in the two 
years we have been observing her. 


COMMENT 


This case is extremely unusual on 
two accounts: 1. The patient never had 
any systemic findings of blastomyco- 
sis and, since the lesions were 


assumedly first manifest on the 
larynx, then she either represents a 
case of primary cutaneous inoculation 
blastomycosis or a mild disseminate 
form. The previous cases of primary 
cutaneous inoculation blastomycosis 
are all in documented instances of 
"laboratory accidents" and the history 
of contact is well established.' Our 
patient was from a Southeastern 
farming area and most likely con- 
tracted her infection many years ago 
via the lungs. In endemic areas many 
patients will have sufficient immuni- 
ty to destroy lung lesions while allow- 
ing cutaneous lesions to continue for 
many years. Our patient would seem 
to represent the so-called mild dissem- 
inate form in which the infection 
originates from a pulmonary infec- 
tion, but subsequently manifests it- 
self as a cutaneous infection. This 
supposition is supported by the fact 
that the patient had strong immunity 
to B dermatitidis and thus was able to 
contain her infection. 2. More mean- 
ingful is the fact that this infection 
was confused with a squamous cell 
carcinoma. Laryngeal involvement 
has been found with B dermatitidis,? 
as well as the other deep fungus infec- 
tions such as those caused by Coccid- 
ioides immitis,” Histoplasmosis cap- 





Fig 1.—Clinical appearance of lesion with 
functioning tracheostomy prior to institu- 
tion of antifungal therapy. 
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Fig 2.—Biopsy specimen of lesion shows pseudo-epitheliomatous 
hyperplasia with giant cells (hematoxylin-eosin, original magnifi- 


cation x 75). 





Fig 4.—Skin 
discharge from hospital. 
tracheostomy site. 


months after 
Note healed 


lesion 1% 


sulatum, and bacterial infections 
caused by Mycobacterium tuberculo- 
sis.^* It is thought that laryngeal 
involvement occurs by direct inocula- 
tion of the larynx by organism-laden 
sputum; occasionally a pathological 
specimen from a deep fungus infec- 
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tion will assume the characteristics of 
a squamous cell carcinoma because of 
the pseudo-epitheliomatous hyperpla- 
sia found in the specimen. This confu- 
sion obviously can be very important 
since the removal of vital organs and 
fear of metastasis usually accompa- 
nies squamous cell carcinoma. Our 
patient had already had a first step 
removal of her larynx and was receiv- 
ing radiation therapy when a skin 
lesion allowed the correct diagnosis to 
be made. Deep fungal infections 
involving the larynx have been 
reported (see above), but are certainly 
rare, and thus carcinoma would most 
likely be the first consideration when 
faced with the pathological specimen. 
However, in endemic areas and in 
patients with less likelihood of devel- 
oping squamous cell carcinoma, deep 
fungus infection should be considered. 
As is usually the case, amphotercin B 
rapidly cleared the lesion, and unlike 
true disseminate North American 
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Fig 3.—Organisms of Blastomyces dermatitidis within cytoplasm 
of giant cells and free within tissue (hematoxylin-eosin, original 
magnification x 470). 


blastomycosis, less than 1.5 g is usual- 
ly adequate, depending on clinical 
findings. 


Nonproprietary Name 
and Trademark of Drug 


Amphotericin B— Fungizone. 
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Defective Leukocytotaxia 


and Recurrent Staphylococcal Infection 


Deficiency of Leukocytotaxia and Abnormal Granulocytes Associated With 


Increased Serum IgE Levels in an Adult With Recurrent Staphylococcal Infection 


Rene Jeune, MD; Michel Faure, MD; Jeanne Leung-Tack, MD; 


Daniel Schmitt, MD; Jean Thivolet, MD 


€ A man who was suffering from recur- 
rent staphylococcal infection had ante- 
cedent symptoms of severe pruritus. 
Laboratory investigations showed leuko- 
cytosis with eosinophilia, hyperimmuno- 
globulinemia of all fractions, but particu- 
larly of IgE, and a deficiency of cell- 
mediated immunity on in vivo testing. 
Phagocytosis and bactericidal activity of 
polymorphonuclear leukocytes were nor- 
mal, but a cellular and serum-associated 
defect in leukocytotaxia was present. 
Ultrastructural changes were observed in 
polymorphonuclear leukocytes. 

Association of impaired leukocytotaxia 
and elevated levels of IgE is not uncom- 
mon. Recurrent bacterial infections in the 
patient described are probably related to 
defective chemotaxis. 

(Arch Dermatol 114:1372-1378, 1978) 


umerous defects of phagocytosis, 
bactericidal activity, and chemo- 
taxis of polymorphonuclear neutro- 
phils (PMNs) have been described in 
recent years’? and are responsible for 
increased susceptibility to bacterial, 
viral, or fungal infections. 
Chemotaxis of PMNs, or unidirec- 
tional migration in response to attrac- 
tant stimuli, depends on the action of 
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various factors (cytotaxins and cyto- 
taxigens)* and also on the capacity of 
PMNs to move and respond appro- 
priately to these stimuli? It is an 
essential component of inflammation 
and of mechanisms that combat infec- 
tion. 

Three principal groups of defective 
PMN chemotaxis have been describ- 
ed®: (1) intrinsic cellular defect, (2) 
inhibition or deficiency of chemotactic 
factors, and (3) inhibition of cellular 
response. 

The association of defective chemo- 
taxis involving ultrastructurally ab- 
normal leukocytes with defective in 
vivo reactions of cell-mediated im- 
munity, hyperimmunoglobulinemia, 
particularly of IgE, and eosinophilia 
in an adult with recurrent bacterial 
infections is described. 


REPORT OF A CASE 


A 75-year-old man had pruritus, initially 
of the trunk, that later became generalized 
between 1972 and 1976. During this period 
clinical examination showed only scratch 
marks. Extensive investigation failed to 
uncover the cause and, in particular, the 
possibilities of primary cutaneous amyloid- 
osis and cutaneous reticulosis were ex- 
cluded. 

Because of the severity of the pruritus, 
the patient was admitted to the hospital in 
1976. Multiple scratch marks with hyper- 
pigmentation of the trunk and limbs were 
visible on examination and firm, painless 
axillary adenopathy was found. The spleen 
was impalpable and no other abnormal 
lymph nodes were discovered. Findings 


from the clinical examination were other- 
wise unremarkable. Normal laboratory 
investigations included hemaglobin level, 
hematocrit, RBC and WBC counts, urinaly- 
sis, urine culture, and serum electrolytes. 
Hyperproteinemia with hypergammaglob- 
ulinemia was observed. 

In June 1976, while he was an inpatient, 
crops of extremely itchy subcutaneous 
nodules, which were 3 to 4 cm in diameter, 
developed on the trunk and limbs. Individ- 
ual nodules became fluctuant and ulcerated 
with a purulent discharge. Simultaneously, 
inguinal and axillary lymph nodes also 
discharged pus. Recurrent fever, with a 
temperature of 39 to 39.5 °C, occurred 
every few days despite multiple antibiotic 
therapy, including ampicillin, tobramycin, 
cephalothin, carbenicillin, and pristina- 
mycine (a drug that is currently being 
investigated in France under the name 
Pyostacine). 

Staphylococcus aureus was isolated re- 
peatedly from skin lesions and purulent 
lymph nodes. The same organism was 
cultured on several occasions from blood 
and urine. Between June 1976 and his 
death in January 1977, the patient had 
repeated febrile and infectious episodes, 
including furunculosis, paronychia of the 
right index finger, staphylococcal arthritis 
of the left middle finger, and pneumonia. 


LABORATORY FINDINGS 


Results of laboratory studies dis- 
closed the following values: hemoglo- 
bin, 10 g/dl; RBCs, 3.5 x 10°/cu mm; 
serum iron, 25 ug/dl; WBCs, 23,000/cu 
mm with 60% neutrophils and eosin- 
ophilia frequently greater than 25%; 
and platelets, 300,000/cu mm. No 
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abnormal WBCs were seen in a blood 
esmear and findings from a bone 
marrow examination were normal. No 
parasites could be found in urine or 
stools. 

Hyperimmunoglobinemia of up to 
40 mg/liter was constantly present; no 
monoclonal gammopathy was de- 
tected on protein electrophoresis. 
Proteinuria of 0.5 g/liter was present. 
Immunoglobulin levels (Mancini's ra- 
dial immunodiffusion') showed a con- 
stant increase in IgA, IgG, and IgM 
levels (522 mg/dl; 3,240 mg/dl; and 
1,320 mg/dl, respectively. Normal val- 
ues are 210 + 44; 1,142 + 195; and 
102 + 30 mg/dl, respectively). Rheu- 
matoid factor was positive at a titer of 
1:32. Circulating immune complexes 
were 43.9% (normal [N] = 4%; precipi- 
tin reactions of the Clq component of 
complement‘). The serum IgE level? 
was 9,163 u/ml. The levels of total 
hemolytic complement, C3 and C4, 
were within normal limits. Normal 
numbers of peripheral blood T- and 
B-lymphocytes were present (eryth- 
rocyte rosettes forming cells [E-RFC ], 
57%; erythrocyte antibody rosettes 
forming cells [EA-RFC], 15%; erythro- 
cyte antibody complement forming 
cells [EAC-RFC], 6%; (N: E-RFC, 
65 + 7%; EA-RFC, 14+ 5%; and 
EAC-RFC, 15 + 6%).'° Intradermal 
skin tests with Candida and tubercu- 
lin antigens and cutaneous patch test- 
ing with dinitrochlorobenzene stan- 
dard method were negative. 


LIGHT MICROSCOPIC 
FINDINGS 


Examination of a nonulcerated cu- 
taneous nodule (Fig 1) showed a peri- 
vascular and periadnexal dermal infil- 
trate that was composed mainly of 
plasma cells with some lymphocytes, 
histiocytes, and numerous eosinophils; 
PMNs were absent, but some cells of 
reticular appearance were seen. 

Lymph nodes showed loss of follicu- 
lar pattern, which was replaced by a 
mixed cellular infiltrate that included 
lymphocytes, numerous plasma cells, 
cells of reticular appearance, and very 
few granulocytes. 

At autopsy, intratracheal pus was 
found. The lungs, heart, liver, and 
spleen were macroscopically normal. 
Enlarged lymph nodes were present in 
the lumboaortic chain and the hilus of 
the spleen. Osteitis of the right first 
rib was present. 

Histologically, the liver showed mild 
cholestasia while the spleen was 
heavily infiltrated with plasma cells. 
Lymph node histological features 
were essentially similar to those of the 
node biopsy specimens taken while 
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Fig 1.—Cutaneous inflammatory infiltrate showing predominance of plasma cells, 
eosinophils, and absent polymorphonuclear neutrophils (hematoxylin-eosin, x 40). 


the patient was alive. 

An in vitro study of leukocytotaxia, 
phagocytosis, and bactericidal activity 
and an ultrastructural examination of 
PMNs were performed before the 
patient’s death. 

At the time of assay, the patient 
was febrile (temperature, 37.5 to 38.5 
°C) with septic cutaneous lesions. 
Blood cultures were negative. No anti- 
biotics had been administered in the 
previous eight days. 


MATERIALS AND METHODS 
Chemotaxis 


Preparation of Cells.—Ten milliliters of 
peripheral venous blood was collected in a 
heparin tube. The blood was diluted with 
an equal volume of 3% dextran (France; 
Epandex and Plavolex are comparable US 
products) in physiological serum and 
allowed to sediment for 60 minutes at 37 
°C. The supernatant was centrifuged for 
ten minutes at 250 g. The erythrocytes 
were removed from the cellular deposit by 
lysis with ammonium sulfate (0.87%). After 
washing (Hank's solution), the granulocyte 
suspension was adjusted to 4 x 10° cells 
per milliliter in Hank's solution. Blood 
from the patient and from healthy control 
adults was similarly treated. 

Chemotactic Factors.— These were ob- 
tained from the patient's serum or from 
healthy control subjects by activation at 37 
°C of the principal complement pathway 
by guinea-pig antibody-antigen complexes 
(300 ug of antibody) (antibovine gamma 
globulin or antihuman serum albumin 
guinea-pig serum) followed by incubation 
at 56 °C for 30 minutes. The attractant 
serum was diluted (10%) in Hank's solu- 
tion. 

Migration Chambers.—Briefly, the lower 
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compartment, which was a beaker contain- 
ing 2 ml of the attractant medium, 
contained three cylindrical chambers that 
were made by cutting syringes. Millipore (3 
p in diameter) filters were glued to the 
bottom of the cylinders. Subsequently, 
400,000 granulocytes (0.1 ml of the cellular 
suspension) were introduced into each 
chamber. 

Migration was carried out at 37 °C for 
three hours in a humid atmosphere that 
contained 10% CO,. The filters were then 
detached, fixed in alcohol, stained (ferric 
hematoxylin and Congo red), and exam- 
ined by light microscopy. The results were 
expressed as the average number of gran- 
ulocytes reaching the lower face of the 
filter in ten chambers. 

The chemotactic activity of the activated 
serum on the PMNs of the patient and of 
healthy control subjects was determined; 
independent observations of the activity of 
patient's serum and control sera were 
made. Furthermore, the chemotactic activ- 
ity of an activated control serum on the 
PMNs of the patient or control subjects 
was determined after incubation of the 
PMNs in the presence of serum (autologous 
serum of the patient, human sera of control 
subjects) at a 10% dilution for 30 minutes 
at 37 ?C. 


Phagocytosis and 
Bactericidal Activity 


The techniques used have been described 
elsewhere." Briefly, they are as follows: 

Phagocytosis.- The granulocyte suspen- 
sion was obtained as before and adjusted to 
10* polymorphonuclear cells per milliliter. 
Suspensions of Staphylococcus cultures 
(Micrococcus aureus) and the strain iso- 
lated from the patient were adjusted in 
Hank’s medium at 5 x 10° staphylococci 
per milliliter. 
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subject was determined for each of these 
bacterial strains. In each of three tubes 0.5 
ml of the PMN suspension, 0.5 ml of a 
‘suspension of staphylococci, and 1 ml of the 
patient's serum were mixed. The number 
of bacteria present before phagocytosis 
was counted by eulturing the contents of 
the first tube on nutrient agar. The other 
two tubes were incubated at 37 °C for 30 
minutes. After centrifugation, the non- 
phagocytosed bacteria remaining in the 
supernatant of the second tube were simi- 
. larly counted. The percentage of phagocy- 
tosis was calculated from the difference in 
bacterial counts of the two tubes. The third 
tube was used for determination of bacte- 
ricidal capacity. Controls were carried out 
using a serum of blood group AB in place of 
the patient's serum. 

Bactericidal Capacity.-This was deter- 
mined from the third tube of each series. 
After phagocytosis PMNs were centri- 
fuged (30 minutes) and incubated at 37 °C 
in the presence of 3.9 ml of calf serum plus 
3.9 ml of Hank's medium plus 0.2 ml of 
amnionic fluid and 8,000 IU of penicillin. 
One milliliter of the medium was extracted 
initially and after 30 minutes, 60 minutes, 
120 minutes, and 180 minutes of incuba- 
tion. Polymorphonuclear neutrophils of 
each sample were then collected by centri- 
fugation (eight minutes at 800 g), washed 
twice (Hank's medium), and the sediment 
was lysed in 1 ml of distilled water. The 
liberated staphylococci were cultured on 
nutrient agar medium. The colonies were 
counted after 18 hours of incubation at 37 
°C. 

The bactericidal capacity of PMN’s was 
expressed as the relation between the 
number of surviving bacteria and the 
number of intraleukocytie bacteria at time 
zero (ie, after 30 minutes of phagocyto- 
Sis). 


Ultrastructure of Circulating PMNs 


Cells were washed in RPMI 1640 medium 
and centrifuged at 500 g for ten minutes at 
4 °C, They were then resuspended in the 
fixing medium (2% glutaraldehyde in 0.1 
ml of sodium cacodylate buffer, pH 7.2) for 
one hour at 4 °C. After fixing, cells were 
washed in 0.1M sodium cacodylate buffer, 
pH 7.2, and postfixed in 1% osmium tetrox- 
ide in sodium cacodylate buffer for 30 
minutes at 4 °C. After brief washing in 
distilled water, cells were dehydrated in 
increasing grades of alcohol (25°, 50°, 75°, 
100°), embedded in epoxy resin, and 
included in gelatin capsules after which 
polymerization was carried out at 60 °C for 
three days. m. 

 Semithin sections of ly were cut on an 
ultramicrotome, stained with azure II 
methylene blue, and observed under the 
light microscope. Ultrathin sections were 


= stained with uranyl-acetate and lead 


citrate and examined in an electron micro- 
scope. 
RESULTS 
Chemotaxis 
Compared with those of control 
subjects (normal PMNs and activated 





.— The phagocytic and bactericidal ability — 
of PMNs of the patient and of a control . 
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Source of Source of 
Attractant Serat PMNtÍ 
Control subject Control subject 
Control subject Patient 
Patient Control subject 
Patient Patient 





Table 1.—Chemotactic Activity of Polymorphonuclear Neutrophils 
in the Presence of Autologous Serum and of Human Control Serum* 




















Chemotaxis 
n 
Average No. of Percentage 
Celis per Areas of Control 
85 100.0 
3 3.5 







5 6.0 
me 





* PMN indicates polymorphonuclear neutrophils. 

+ Activation was at 37 °C of the principal complement pathway by antigen-antibody complexes. 
There were 4x109$ PMNs per milliliter in Hank's solution. 

§ The value indicates the average number in ten readings. 


Table 2.—Effects of Preincubation of Polymorphonuclear 
Neutrophils With Serum of Patient and Control Subjects* 


Preincubation Serum, 
30 min at 37 °C 


Source of PMN 
Control 
Control 
Patient 
Patient 


Control 
Patient's 
Control 
Patient's 





Chemotaxis t 
F a TESTE O CENE ERU : 
Average No. of Percentage 
Cells per Area of Control 


* PMN indicates polymorphonuclear neutrophils. 
t The chemotactic activity refers to that of activated human control serum on PMNs of the 


patient or control subjects. 


Table 3.—Phagocytic Activity of Polymorphonuclear 
Neutrophils of Patient and Control Subjects’ 


PMNs of 


Normal Subjects 


pà ; UM 
Staphylococcus 


aureus, % 
75 £97 
66 £137 


Homologous serum 
Control serum | 





PMNs of Patient 
dide e ea —————— 
Staphylococcus. 
aureus Isolated 
From Patient, % 


Staphylococcus 
aureus, % 


* PMN indicates polymorphonuciear neutrophils. 
t Valve indicates the mean percentage of ten normal control tests. 


Table 4.—Bactericidal Capacity of Polymorphonuclear Neutrophils of Patient 


pA! 


PMNs of Patient 


—————— PR e aean reai E ER ERR 


Staphylococcus aureus 





Staphylococcus aureus, % 
Homologous serum 10.9 
Control serum _ 12.6 


An mnszprimiaiate vy 


serum), the patients PMNs showed 
reduced mobility with sera of the 


patient or of a healthy donor (4.5% and 


3.5% of the control, respectively). 
(Table 1). 

Normal values for chemotactic re- 
sponsiveness were determined by 
testing control subjects’ PMNs with 
control subjects’ serum (average num- 
ber in ten readings was 85 cells per 
unit area). Viability of PMNs was 
proved by trypan blue staining. 

Furthermore, the activity of the 
patient’s serum, tested with normal 


PMNs, was considerably reduced (6% 


of the control subjects). | 

Table 2 indieates the effeet of 
preineubation of PMNs with the 
patient's serum or a control serum for 
30 minutes at 37 °C at a dilution of 
1:10. 


isolated From Patient, % 


0.8 
1.5 


erit Crece E: 


Preineubation of normal cells with 
the patient's serum caused a very 
great reduetion in the chemotaetic 
activity of attractant control serum. 
Moreover, normal chemotactie activi- 
ty of the patient's PMNs was not 
obtained after preineubation with 
control serum. 


Phagocytosis 


In the presence of homologous 
serum and AB serum, the phagocytic 
ability of the patient's PMNs ap- 
peared to be within normal limits 
(Table 3). 


Bactericidal Capacity 


The bactericidal capacity in the 
presence of the patient's serum and 
AB serum was normal (Table 4). 
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Fig 2.—General view of circulating cells. Note normal appearance of lymphocytes (L) and various stages of alteration 


of polymorphonuclear leukocytes (PN) with diminution of specific granules and vacuolar change. Lx indicates latex 
( X 4,500). 


Fig 3.—Polymorphonuclear neutrophils showing clear appearance of euchromatin, concentration of specific granules 


at one pole of cell, and existence of cytoplasmic zone without organelles but containing granular material with 
occasional parallel orientation ( x 6,500). 
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without organelles), and active phagocytosis of latex (Lx) particles (arrow) ( x 18,000). 


Ultrastructure of 
Peripheral Blood PMNs 


Both nuclear and cytoplasmic ab- 
normalities were seen in PMNs (Fig 2, 
3, and 4). In the nuclei, reduction or 
disappearance of the central euchro- 
matin and diminution, which was 
often considerable, of the peripheral 
chromatin were observed. There was a 
slight reduction of the cytoplasmic 
granules. A large peripheral area of 
vacuolar change with loss of granules 
was also seen regularly in the cyto- 
plasm. There was occasional rupture 
of the cellular membrane. The pres- 
ence of latex particles suggested that 
phagocytosis was normal. The ratio of 
abnormal to normal PMNs was not 
determined. The normal appearance 
of lymphocytes and macrophages 
tends to refute the possibility of the 
PMN changes being artifactual. 


COMMENT 


The principal biologic anomalies 
seen in the patient were eosinophilia 
and hyperimmunoglobulinemia, nota- 
bly hyperimmunoglobulinemia E, ab- 
normal delayed hypersensitivity re- 
sponses, and ultrastructural altera- 
tions of PMNs and their defective 
mobility in response to a chemotactic 
stimulus. 

The defect of PMN mobility was 
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observed in vitro. In vivo study was 
not carried out since such studies are 
not specific and reflect the overall 
activity of humoral cellular and tissue 
factors involved in the inflammatory 
response. Results frequently differ 
from those of in vitro studies of leuko- 
cytotaxia.'*'’ However, the absence or 
extreme rarity of PMNs in cutaneous 
lesions and lymph nodes corroborates 
the defect observed in vitro. Histolog- 
ically, the PMNs appeared to be 
replaced by macrophages and there 
was also a prominent plasma cell 
response. The observation of such a 
deficiency in a patient who had under- 
gone antibiotic therapy does not 
necessarily indicate a causative role in 
bacterial infection. Chemotactic activ- 
ity of PMNs may be modified by 
infection." However, as PMN phago- 
cytosis and bactericidal capacities 
were intact in these patients, defec- 
tive leukocytotaxia was suspected as 
the sole functional disorder responsi- 
ble for the clinical manifestations. 

Chemotactic deficiency could be 
demonstrated in the patient’s PMNs 
in the presence of control serum and 
in the patient’s serum, which inhibited 
control PMNs. 

There was no clinical evidence of 
any of those diseases that are known 
to be associated with a defect in PMN 


Tabl 


Patients' 
Author and Year Sex/Age, yr 
Clark et al,?5 1973 F/11 
Hill et al,?» 1974 F/4,14,15,17 
Hill & Quie,?? 1974 M/18, 22 
F/2 
Dahl et al,39 1975 F/7 
Van Scoy et al,?! 1975 F/18, 20, 22 
Church et al,?? 1976 F/12 
Dahl et al,?? 1976 M/3, 22 
F/5, 25 
Hill et al,?^ 1976 M/2, 9 
F/8 
Blum et al,?5 1977 M/1 
Paslin & Norman,?9 1977 F/22 é 


Wyre & Johnson,?/ 1978 F/17 


* NAD indicates normal, and NR, not reported. 
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chemotaxis, including diabetes melli- 
tus, cirrhosis, leukemias, reticulosis, 
Hodgkin's disease, congenital or non- 
congenital acomplementemia (comple- 
 » ment levels and phagocytosis were 
normal;  Chédiak-Steinbrinck-Higa- 
shi syndrome, and hypoimmunoglob- 
. ulinemia.'^* 

Investigation of the possible exis- 
tence of a serum inhibitor comparable 
to chemotactic factor inactivator’ or 
of a defect of inhibitor antagonists’? 
was not undertaken. A control with a 
mixture of patients serum and 
normal serum unfortunately could not 
be performed because insuffieient 
serum was obtained prior to the 
* patient's death. The negative re- 
. sponse of the patient's PMNs to an 
attractant control serum suggests a 
deficiency of PMNs or a cell-direeted 
inhibition of leukocytotaxia. 

Hyperimmunoglobulinemia and lev- 
els of circulating immune complexes 
were considerable in our patient. 
Faulty PMN chemotaxis has been 
reported in cases of hyperimmuno- 
globulinemia." Possible mechanisms 
include an antibody effect of the glob- 
ulins against PMN membrane anti- 
gens, blockage by the immunoglobu- 
. lins of receptor sites that are neces- 
œ gary for a chemotactic response, or 
phagocytosis by the PMNs of immu- 


- noglobulins, of aggregates of globu- 


lins, of rheumatoid factor, or of circu- 
lating immune complexes." In vitro, 
phagocytosis of complexes or of latex 
particles by PMNs" considerably re- 
duces their chemotactic capacity. In 


our case, however, it is possible that 
plasma cell infiltrates and 
hyperimmunoglobulinemia are sec- 
ondary to the functional abnormality 
of PMNs. Compensation of such a 
defect by humoral immunity mecha- 
nisms may consequently be excessive 
and, perhaps, responsible for aggra- 
vating the disorder. 

A proportion of ultrastructurally 
abnormal PMNs in the peripheral 
blood could be sufficient to produce 
the reduced migration (ultrastructural 
anomalies were not seen in all 
PMNs). 

Defective leukocytotaxia has been 
reported in the presence of a predom- 
inance of young immature or blastic 
cells.” No morphological anomaly was 
observed either in peripheral blood or 
in bone marrow on light microscopy. 
Several ultrastructural anomalies of 
PMNs have been associated with defi- 
ciency of chemotaxis. The abnormali- 
ties that we have observed differ from 
those of Strauss and co-workers’ path- 
ological cells." We have observed 
anomalies of nuclear lobes and ab- 
sence of specific granules. The 
changes are somewhat similar to those 
of “toxic granulocytes” that are seen 
during severe infection”? with defec- 
tive chemotaxis. However, neither 
lamellar aggregates of endoplasmie 
reticulum corresponding to Dohle 
bodies nor dense lysosomes were 
found in our case. Moreover, no phago- 
eytie material is seen in "toxic granu- 


locytes". The phenomena observed 


here may correspond to structural 








modifieations of PMN maturation 
(accelerated maturation) in response 
to severe infection. This might result 
in a substantial proportion of imma- 
ture circulating cells incapable of a 
proper chemotactic response. Howev- 
er, ultrastruetural changes may be a 
consequence of severe infection that is 
due to defective leukocytotaxia.” 

Our patient is reminiscent of 
recently described syndromes that 
include severe recurrent episodes of 
bacterial infection (particularly in- 
volving staphylococci), chronic muco- 
cutaneous candidiasis, atopy, defec- 
tive PMN chemotaxis with normal 
phagocytosis and bactericidal activity, 
eosinophilia, and very high levels of 
IgE.” 

. Buckley et al** mentioned the asso- ` 
ciation of an eezematous rash, recur- 
rent episodes of staphylococcal infec- 
tions, and very high levels of IgE, but 
did not investigate PMN chemotaxis. 
Hill et al described? an isolated defi- 
ciency of PMN chemotaxis associated 
with hyperimmunoglobulinemia E in 
four cases of Job’s syndrome (recur- 
rent cold staphylococcal abcesses, 
“atopie-like” eczema, red hair, nail 
changes, and articular hypermobility). 
Clark et al** noted the association of 
faulty leukocytotaxia, hyperimmuno- 
globulinemia E, and abnormality of 
cell-mediated immunity in a patient 
with reeurrent bacterial infection and 
chronic mucocutaneous candidiasis. 
The original concept of Job's syn- 
drome has been expanded to include 
cases with various abnormalities (Ta- 
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Serum Serum B-Lymphocyte T-Lymphocyte Intradermal In Vitro 
immunogiobulin Complement Levels, Levels, Test Lymphocyte 
Past History Family History Level Level Peripheral Blood Peripheral Blood Results Transformation 
Negative Negative NAD NAD NR NR Defect NAD 
;. Job's syndrome Asthma, Normal or NAD NH NR NR NAD 
ee hay fever elevated 
* Eczema Eczema, NAD NAD NR NAD NAD NAD 
TANE asthma 
t. Incontinentia Incontinentia NAD NAD NAD NAD NAD NAD 
zoo pigmenti + pigmenti 
. erythema 
multiforme 
Eczema ? NAD NAD NR NAD Defect, Defect, 
, Candida Candida 
J. Eczema, Eczema, NAD NAD NR Subnormai Defect Defect 
allergic allergic 
rhinitis rhinitis 
Eczema ? NR NR NR NR NR NR 
Eczema, Negative NAD NAD NAD NR NAD NAD 
urticaria. 
allergic 
aaa OMNE ET 
Eczematous Eczematous NAD NAD NAD NAD Defect NAD 
: rash rash 
, Eczema Hay fever NAD NAD NH NR Detect NAD 
“Negative Negative Normal or NR NAD Defect Defect NAD 
elevated 
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ble 5).:7* The most salient features 
are recurrent infectious episodes, cu- 
taneous and visceral, with a variable 
incidence of moniliasis?*'** and a 
history of allergic manifestations. 
Cell-mediated immunity defects 
(based on in vivo and/or in vitro tests) 
are less frequent.*5155— Very high 
levels of IgE and faulty ehemotaxis of 
PMNS are constant. 

The cause of defective chemotaxis 
in Job's syndrome remains unclear. 
Although high levels of cireulating 
IgE do not necessarily imply large 
quantities of IgE fixed in tissue with 
the resultant release of excessive 
amounts of histamine, the frequent 
oceurrence of episodes of pruritus 
preceding infection suggests a role for 
histamine.* Histamine is known to 
inhibit leukocytotaxia?^* by interac- 
tion with an H2 receptor on the PMN 
membrane," which increases the in- 
tracellular levels of 3'5' cyclic adeno- 
Sine monophosphate (AMP). An in- 


tracellular increase of 3'5' cyclic AMP 


levels inhibits the chemotactic abili- 
ties of PMNs.** Such a mechanism of 
cell-directed serum inhibition of che- 
motaxis could explain the double 
defect of cells and serum that we 
observed in vitro. 

Our patient showed the essential 
features of hyperimmunoglobuline- 
mia E, defective chemotaxis syn- 
dromes, and recurrent staphylococcal 
infections. Comparable cases have 
been described in children and young 
adults, but alteration of immune 
responses with inereasing age may 
account for the late appearance of a 
formerly latent disorder. Although no 
history of atopy was elicited, pro- 
longed symptoms of pruritus oceurred 
.. before the appearance of infectious 
^. manifestations. 

. . The frequency of syndromes of 

abnormal PMN functions is almost 
- certainly greater than it appears. The 
. occurrence of unexplained recurrent 


bacterial infection in the absence of 


> defects of cell-mediated or humoral 
immunity behooves the investigation 
of PMN chemotaxis phagocytosis and 
bacteridical capacity. 


This investigation was supported by grant 
Contrat de Recherche Libre from Institut nation- 
al de la Santé et de la Recherche Médicale N 
15.1.126.1. 

Claude Hermier, MD, assisted with the histo- 
pathological findings. 
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blood serology repeated monthly for at least four months. Patients 
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Skin: maculopapular and erythematous rashes. Exfoliative dermatitis 
(uncommon). Photosensitivity is discussed above (“Warnings”). Renal 
toxicity: rise in BUN, dose-related (see "Warnings "'). Hypersensitivity 
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NOTE: Concomitant therapy: Antacids containing aluminum, calcium, 
or magnesium impair absorption; do not give to patients taking oral 
minocycline. Studies to date indicate that absorption of MINOCIN 
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200 mg initially, 100 mg b.i.d. or 
100 or 200 mg initially, 50 mg q.i.d. 


CNS side effects including light- 
headedness, dizziness, or vertigo 
have been reported with MINOCIN. 
Patients who experience these 
symptoms should be cautioned 
about driving vehicles or using 
hazardous machinery while on 
minocycline therapy. 
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Whether you choose regular 
AQUACARE or “high potency" 
AQUACARE/HP, you'll find that holding 
water is only one of the things they do well. 


AQUACARE /HP for the more severe dry skin problems. With the superb moisturizing 
capability provided by 10% urea, AQUACARE/HP restores suppleness even to severely xerotic skin. 
Enhanced by the hygroscopic action of glycerin, the active water phase (water, urea and glycerin) of 
AQUACARE/HP accomplishes effective hydration where you need it. 

And the AQUACARE/HP active oil phase lubricates severe dry skin by supplementing the reduced 
lipid content and helping to keep water in contact with the dehydrated tissues. And a unique three- 
emulsifier system unifies the phases in an oil-in-water emulsion which resists washoff. 


AQUACARE for “everyday” dry skin conditions. AQUACARE, 
with 2% urea, has the same exquisite moisturizing base as its higher potency 
companion. This makes it ideal for minor complaints of dishpan hands, mild 
atopic dermatitis, pruritis, etc. Both AQUACARE and AQUACARE/HP bring 
a silky, soothing, “coolness” to dry skin, by virtue of the oil-in-water emulsion. 
And they are both formulated at a pH of 6 to avoid skin irritation. The lack of an 
oily appearance on the skin helps insure that your “cosmetic conscious” patients 


will like AQUACARES looks as well as its feel. 


Excellent compounding vehicle. Because of their stability, and their 
compatibility with a great many useful dermatological preparations, both 
AQUACARE and AQUACARE/HP are outstanding compounding vehicles. You can't choose a more 


pleasing base for your “tailor-made” prescriptions. 


Mild dry skin problems or severe, AQUACARE is one moisturizing product that really holds water. 
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sensation with controlled drying of sebaceous oils. Accelerates desquamation. 


e "BP base/bond'" for uniform therapeutic deposition of benzoyl peroxide—Reduces burning sensation 
on application, for greater patient acceptance. 


e Effective antibacterial and comedolytic action—Rapid improvement is seen, often within two weeks. 


BENZAGEL a basic component of acne therapy 


Description: 5% or 10% benzoyl peroxide, 6% Contraindications: Should not be used by patients having 
polyoxyethylene lauryl ether and 40% alcohol in an known sensitivity to either benzoyl peroxide or 

astringent gel containing colloidal magnesium aluminum polyoxyethylene lauryl ether. 
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and purified water. Keep away from eyes and mucosae. Very fair individuals 
Action: Provides drying, desquamative and antiseptic should begin with a single application at bedtime allowing 
activity. overnight medication. May bleach colored fabrics. Keep this 
Indication: An aid in the treatment of acne. and all other medications out of the reach of children. 
Dosage and Administration: Wash affected areas prior to Caution: Federal law prohibits dispensing without 
application. Apply once or more daily or as directed Prescription. 

by physician. How Supplied: Plastic tubes, 1% oz. and 3 oz. 
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Short Reports 


Granuloma Annulare at Sites of 


Healing Herpes Zoster 


Maj Marshall A. Guill, MC, USA, Lt Col Detlef K. Goette, MC, USA 


(3r2nuloma annulare (GA) is a com- 

mon lesion of any age group, and 
is especially common among those 
aged 30 years or less. Its etiology is 
unknown; it has been reported after 
tuberculin skin testing, insect bites, 
sun exposure, and trauma.’ Here we 
describe a patient in whom multiple 
GA lesions developed at the sites of 
healing, individual herpes zoster le- 
sions. 


Report of a Case 


An asymptomatic eruption of grouped, 
small, umbilicated, clear and cloudy vesi- 
cles on an erythematous base developed in 
the case of a 65-year-old man. The eruption 
was located on the right neck and shoulder 
in a C4 dermatomal distribution. A clinical 
diagnosis of herpes zoster was made, and 
symptomatic treatment was begun. 

Results of routine laboratory tests, 
including an intermediate-strength PPD 
skin test, were normal or negative. 

Nine days later, the vesicles were crust- 
ing, and the patient experienced increas- 
ing aspirin-resistant neuralgic pain. A 
short course of prednisone therapy con- 
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Fig 1.—Two small necrobiotic granulomas 
subepidermally extending into middle por- 
tion of dermis (hematoxylin-eosin, original 
magnification x 40). 


trolled the pain. Two weeks after the clear- 
ing of the herpes zoster, the original lesions 
reddened and became indurated. An 
attempted culture for varicella-zoster virus 
was unsuccessful. In the following weeks, 
the lesions became firmer, more nodular, 
and occurred in exactly the sites previously 
affected by the zoster lesions. A clinical 
diagnosis of keloidal postzoster scarring 
was made, and a biopsy was performed. 
The hematoxylin-eosin-stained sections 
showed two small necrobiotic granulomas 
subepidermally extending into the middle 
portion of the dermis (Fig 1). A central 
area of necrobiosis was surrounded by a 


Multiple Agminate Spindle and 
Epithelioid Cell Nevi in an Adult 


Virginia M. Weimar, MD, Richard L. Zuehlke, MD 


Benign juvenile melanoma” has 

been well recognized since the 
detailed report of 13 cases by Sophie 
Spitz' in 1948. Presently the name 
spindle and epithelioid cell nevus 
(S&E nevus) is preferred because it 
occurs in adults as well as children and 
because “melanoma” has definite ma- 


lignant connotations. Typically, an 


From the Department of Dermatology, Uni- 
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S&E nevus is a solitary, smooth, pink 


nodule on the face of a child. Infre- 


quently, multiple lesions are present 
and, rarely, they occur as agminate 
(clustered) papules in children.’ This 
paper describes agminate S&E nevi 
that were unusual because they 
occurred in an adult. 


Report of a Case 


A 26-year-old woman's condition was 
diagnosed as nodular sclerosing Hodgkin’s 
disease, stage IIA, and she received 5,000 R 


Adult Spindle Cell Nevi—Weimar & Zuehlke 
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radially arranged inflammatory infiltrate 
made up of layers of histiocytes, with 
occasional multinucleated giant cells, and 
an enveloping collar of lymphoid cells (Fig 
2). Vessels with endothelial swelling and 
thickened walls were prominent. The 
epidermis was entirely uninvolved. A 
repeated biopsy specimen from a different 
lesion disclosed identical findings. Results 
of direct immunofluorescence studies were 
negative for the following values: IgG; 
IgM; complement; and fibrinogen. 


Fig 2.—Central area of necrobiosis sur- 
rounded by radially arranged inflammatory 
infiltrate made up of layers of histiocytes 
with occasional multinucleated giant cells 
and enveloping collar of lymphoid cells 
(hematoxylin-eosin, original magnification 
x 100). 


All lesions cleared after intralesional 
injection with triamcinolone acetonide (2.5 
mg/ml). 

Comment 

The occurrence of GA at the site of 
zoster lesions has, to our knowledge, 
not been noted previously and tends to 
support trauma as a causative factor 
in the pathogenesis of GA. 

Reference 

1. Beare JM, Jones EW: Necrobiotic disorders, 
in Rook A, Wilkinson D, Ebling F (eds): Textbook 
of Dermatology, ed 2. Oxford, England, Blackwell 
Scientific Publications, 1972, pp 1353-1356. 





Fig 1.—Multiple brownish-red papules in 


zosteriform pattern in 
area. 


right scapular 
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Fig 2.—Biopsy specimen from right scapu- 
lar area showing isolated and grouped 


nevus cells in upper dermis (hematoxylin- 
eosin, original magnification x 40). 





Fig 3.—Multinucleated nevus cells with 
abundant cytoplasm and prominent nu- 
cleoli in upper dermis (hematoxylin-eosin, 
original magnification x 80). 
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Personal Responses 





to the mediastinum, axillae, neck, and 
supraclavicular areas in anterior and poste- 
rior fields that were shaped like a Maltese 
cross. Approximately three months after 
her radiation therapy, pruritic red papules 
began developing in the right scapular 
area. They gradually increased in number 
during the next seven years and became 
reddish brown. By this time there were 
about seventy 2- to 6-mm papules in a 
zosteriform distribution over the right 
scapula (Fig 1). Biopsy specimens of the 
lesions showed nevus cells in nests and 
scattered singly in the upper dermis. Some 
of the cells were spindle shaped and others 
were multinucleated with abundant pink 
cystoplasm, large hyperchromatic nuclei, 
and prominent nucleoli (Fig 2 and 3). 


Comment 


Kopf and Andrade’ list the multiple 
agminate form as one type of S&E 
nevus. They describe these lesions as 
developing in the early years of life as 
multiple, reddish-brown nodules that 


appear in a preexisting cafe-au-lait . 


spot. There are other reported cases of 
S&E nevi that arise in antecedent 
pigmented macules.** There was no 
history of a previous lesion in our 
patient. 

We are aware of two cases’* in the 
English literature of disseminated 
S&E nevi in adults, but we have been 
unable to find reports of agminate 
S&E nevi in adults. Although our 
patient's lesions occurred in an area of 


of Patients to Vitiligo 


The Importance of the Patient-Physician Interaction 


Judith Porter, PhD; Ann Beuf, PhD; James J. Nordlund, MD; Aaron B. Lerner, MD 


Vitiligo is a serious disease for 

patients because they must daily 
face the world disfigured by the loss 
of skin pigmentation, which they 
believe gives them an appearance that 
is repugnant to others. Most physi- 
cians think vitiligo is a disease of little 
consequence because they evaluate 
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the importance of an illness by the 
tendency of the disease to impair 
physical activity or to pose a serious 
threat to the life of the victim. Vitiligo 
does not incapacitate the patient 
physically and does not portend a 
shortened life expectancy unless it is 
associated with a melanoma. More- 
over, repigmentation by treatment 
with psoralens and exposure to light is 
tedious and frequently only partially 
effective. Thus, most physicians, in- 
cluding dermatologists, prefer to ad- 
vise patients to use cosmetics rather 
than prescribing psoralens. 

An increasing amount of sociologi- 
cal and psychological data, however, 
indicate that cosmetic disfigurement 
can have serious consequences for the 
life of a person by creating social 
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radiation therapy, we do not know 
what, if any, role the radiation had in* 
their appearance. 

Multiple agminate S&E nevi are a 
variant of S&E nevi that can occur in 
normal-appearing skin or in a preex- 
isting hyperpigmented area. They 
occur rarely in children and even less 
frequently in adults. Management 
should be conservative because of 
their benign clinical course. 


Westwood Pharmaceuticals financed the cost 
of the color reproduction. 

Elson B. Helwig, MD, and Dennison B. Robey, 
MD, of the Armed Forces Institute of Pathology, 
and Wallace C. Clark, MD, of Temple University, 
independently made the diagnosis of multiple 
spindle and epithelioid cell nevi. 
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embarrassment, anxiety, and shame. 
We have studied the emotional 
impact of vitiligo. We found that 
however innocuous its physical impact 
may be, vitiligo causes a marred 
appearance that has a considerable 
sociological and psychological effect 
on many of its victims. The psycholog- 
ical burden can, in effect, disable some 
patients. Cosmetics do not seem able 
to prevent these problems. We also 
found that a supportive relationship 
between the patient and his physician 
can aid the patient in accepting his 
illness. 


Study Findings 


A self-administered questionnaire 
was mailed to 111 vitiligo patients 
who had been receiving treatment at 
some time during the last several 
years at the Yale-New Haven Hospi- 
tal. Responses were received from 56% 
(62) of the sample. 

The responses of the surveyed popu- 
lation indicate that the group as a 
whole is subjected to a great deal of 
anxiety and psychological distress 
because of their vitiligo. Almost two 
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thirds of the sample are considerably 
*embarrassed by the disease. More 
than half are ill at ease socially either 
because they feel ugly or because they 
must dress inappropriately to hide the 
depigmented areas. Many patients 
apply excessive amounts of cosmetics 
or wear long sleeves, turtleneck 
sweaters, or gloves even during the 
hottest days of summer. Approxi- 
mately one third say vitiligo has inter- 
fered with their sex lives primarily 
because of their own embarrassment. 
Most patients thought that cosmetics 
were an inadequate substitute for 
repigmentation of the exposed skin 
and were virtually useless for cover- 
ing white areas on the trunk and 
genitalia. Some patients thought job 
opportunities were denied them be- 
cause of their physical appearance. 

Most patients claimed that their 
family and friends were supportive 
about their disease. However, a closer 
investigation of the data shows that 
the overt support may be directed 
more at relieving the anxiety of the 
family than alleviating the stress of 
the patient. For example, at least one 
fifth of the families were concerned 
about aspects of the disease related 
not to the patient’s health but to 
themselves, ie, is vitiligo hereditary or 
contagious? Friends often attributed 
blame for the disease to the patient’s 
own actions, eg, excessive worry or 
poor nutrition. 


Coping With Vitiligo 


Because of the high degree of 
embarrassment and anxiety, patients 
with vitiligo develop different strate- 
gies to cope with their condition. Some 
of them adopt the psychological mech- 
anisms of “active mastery.” These 
patients cope with their disease by 
learning about it. By explaining the 
disease to themselves and their 
acquaintances, they learn to accept it 
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with lessened embarrassment. Anoth- 
er group, “the acceptors,” which 
constitute about 40% of the sample, 
have strong self-esteem and do not 
appear to be overly embarrassed by 
the disorder and they do not make 
undue efforts to hide the depigmented 
areas. 

However, a third large group of the 
sample is extremely depressed by 
vitiligo. These people, the “poor ad- 
justers,” are severely and constantly 
embarrassed and make heroic at- 
tempts to hide the condition. They 
may completely withdraw from social 
interaction. One patient stated, “I feel 
like a freak. I look different from 
everyone else. I don’t go out in crowds 
anymore. I don’t even go to work 
anymore.” 

Vitiligo exacts a particularly high 
social and psychological cost from 
certain groups of persons. Embarrass- 
ment is especially pronounced among 
young people and working-class per- 
sons, especially working-class men 
who tend to have an initial low self- 
esteem. Male subjects are less able to 
use cosmetics effectively and usually 
receive less emotional support from 
others than do female subjects. Young 
married subjects are concerned that 
their condition will make them less 
desirable sexually to their spouses. 


Patient-Physician Interaction 


The respondents were also ques- 
tioned on their interaction with the 
medical profession during the course 
of the treatment. Half of these 
patients said that the doctors either 
did not notice the vitiligo or misdiag- 
nosed it. Of those whose physicians 
saw it and properly diagnosed it, one 
third were not referred to a dermatol- 
ogist because their physician thought 
no treatment was available. Two 
thirds of those in the sample who are 
currently receiving treatment with 


Mutilating Acrodermatitis Continua 
(Hallopeau's Acrodermatitis) 


Robert A. McDonald, MD, Nicholas J. Lowe, MD, MRCP 


crodermatitis continua (Hallo- 
peau’s acrodermatitis) is a rare 
and distinctive variant of pustular 
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psoriasis. We describe a case of a 
patient with a 35-year history of muti- 
lating acrodermatitis continua asso- 
ciated with mild psoriasis vulgaris. 


Report of a Case 


A 53-year-old man had a pustular erup- 
tion on two fingers, without recognized 


psoralens and ultraviolet light be- 
lieved that the treatments were at 
least partially effective and worth- 
while. 

Physicians, however, were not per- 
ceived by the patients to be emotional- 
ly supportive or sympathetic to their 
plight. Forty-five percent believed 
that doctors had not answered their 
questions adequately. The questions 
that the patients would most like to 
discuss with their doctors concern the 
eause of the disease and the findings 
of current research, heredity, and the 
relationship to cancer. 

Questions often were not asked 
primarily because the patients were 
seeing their doctor too infrequently or 
because physicians were perceived as 
unconcerned or uninterested in vitili- 
go and its effects. One third of the 
patients desired consultation with an 
interested doctor to discuss vitiligo in 
detail. 


Comment 


These data indicate that many 
patients with vitiligo are concerned 
about the social impact of impaired 
appearance. They receive limited or 
ambivalent support from friends and 
family and experience a number of 
psychological problems, including 
shame, depression, and anxieties 
about the disease itself. This pilot 
study may be biased toward patients 
who believe that they are most 
affected by vitiligo. However, this 
fact does not negate our conclusion 
that a substantial percentage of 
patients with vitiligo experience at 
least some embarrassment and many 
are severely upset by the disorder. 
These findings suggest that patients 
with vitiligo are clearly in need of 
emotional support from physicians. 


This investigation was supported in part by 
Public Health Service grant 5 RO1 CA 18823 from 
the National Cancer Institute. 


trauma. Insidious asymmetric progression 
of the disease ensued, with involvement of 
hands and feet within ten years. Nonpustu- 
lar psoriasis vulgaris involved the scalp, 
elbows, knees, umbilicus, and groin. Family 
history showed no psoriasis or pustular 
eruptions. 

The pustular eruption progressed de- 
spite therapy with compresses and topical 
antiseptics, topical steroids, multiple oral 
antibiotics, zinc sulfate, sulfapyridine, and 
courses of tar and ultraviolet light. Predni- 
sone partially suppressed the eruption, but 
the rebound flare was severe. Methotrex- 
ate and psoralen UV-A were not used 
because the patient would not comply. 

Examination disclosed a confluent, ery- 
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thematous, crusted, pustular eruption that 
involved fingers, palms, feet, ankles, and 
the lower portion of the legs. There was 
foreshortening of the distal fingers, and 
ankylosis of all distal and proximal inter- 
phalangeal joints of hands. Club-like de- 
formity of the feet was reminiscent of 
dystrophic epidermolysis bullosa (Fig 1). 





Fig 1.—Extensive pustulation on glazed 
atrophic erythematous skin. Toes are 
shortened and all joints of feet and ankle 
are ankylosed. 


Results of multiple laboratory tests were 
normal. Sedimentation rate was 50 ml/min 
(normal, up to 20). Cultures showed sterile 
pustules. 

X-ray films of the feet showed extensive 
demineralization of all bones, loss of distal 
phalanges, and pencil-like deformity of the 
proximal phalanges, with sparing of articu- 
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Fig 3.—Punch biopsy specimen from right 
leg shows acanthosis, parakeratosis, large 
spongiform pustule with neutrophils, and 
mild mononuclear cell infiltrate in upper 
portion of dermis (hematoxylin-eosin, orig- 
inal magnification x 100). 


Fig 2.—All bones of foot and ankle are demineralized and distal phalanges have been 


resorbed. Articular surfaces are spared. 





lar surfaces (Fig 2). Similar, but less strik- 
ing, changes were seen in both hands. 

Findings from a skin biopsy specimen 
demonstrated acanthosis, elongation of 
rete pegs, parakeratosis, spongiform pus- 
tules of Kogoj, and an infiltrate of mono- 
nuclear cells in the upper portion of the 
dermis (Fig 3). 


Comment 

The clinical features of acroderma- 
titis continua are characteristic.: Typ- 
ically, a nonpruritic sterile pustule 
forms on a digit near or beneath a nail 
plate, often after trauma. Subsequent 
crops of pustules produce nail dystro- 
phy and eventual nail loss, while the 
skin becomes erythematous, glazed, 
and atrophied. Insidious asymmetric 
progression to other fingers and toes 
is the rule and serves to distinguish 
acrodermatitis continua from local- 
ized pustular psoriasis? Deformity, 
which results from sclerotic short- 
ening of digits with contracture, is 
often seen.? Either psoriasis vulgaris, 
as in our case, or generalized pustular 
psoriasis may be present.‘ Lever 
considers the histopathology of acro- 
dermatitis continua to be identical to 
generalized pustular psoriasis.° 

The roentgenographic changes in 
acrodermatitis continua have been 
infrequently described as osteoporo- 
sis,*^ atrophy,’ and rarefying osteitis? 
without damage to articular surfaces. 
Our patient showed extensive demin- 
eralization, with loss of some distal 
phalanges. No articular damage was 
present to account for the extensive 
contractures. Similar changes are seen 
in scleroderma and are quite unlike 
those of psoriatic arthritis. 

Methotrexate and sulfapyridine 
may be effective treatments for 
acrodermatitis continua.’ Oral corti- 
costeroids suppress pustulation, but 
may produce a severe rebound flare.* 
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any skin conditions can benefit from 
bidermabrasion —the controlled 
moval of the stratum disjunctum 

d other keratin excrescences of 
e stratum corneum. BUF-PUF offers 
pleasant, easy-to-use method for 
otients to achieve thorough cleans- 
g and smoother, healthier skin 
bm head to toe. 


Acne 
BUF-PUF loosens comedones while it 
cleans and helps remove excess oil. 


Psoriasis 
Used wet or dry, BUF-PUF debrides scales 


from psoriatic lesions without manifesting 
a Koebner reaction. 


Hyperkeratosis 

Rapid, often dramatic results 
can be seen when BUF-PUF is 
used to remove the upper layers 
of toughened or scaly skin. 
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BUF-PUF is particularly helpful here 
because its abrasive action 
concentrates on the elevated 
areas of the skin surface. 


Tinea versicolor 
The gently abrasive 
action of BUF-PUF helps 

remove the scales, 
allowing better pene- 
tration of topical 
therapeutic agents. 
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CLINICAL DERMATOLOGY 


| dynamic reference-textbook source in 4 loose leaf volumes 
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procedures, a thorough evaluation of suggested 
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Acne Land 
Is a terrible place for teenagers 
but the Oxyls from Stiefel 

make it more liveable 








(benzoyl peroxide) — 


|..-Fruly as close a thing as there 
| istoa "drugof choice" for 
acne, PanOxyl Gels have 
been prescribed in literally 
millions of patient experi- 
ences. PanOxyl has been 
found more effective than 
tetracycline, "and superior 
in effectiveness and safety 
to other topical agents in 
studies all overthe 

world. 3,4,5,6,7 


Composition: PanOxyl 5 contains 596 
benzoyl peroxide. PanOxyl 10 contains 
1096 benzoyl peroxide. PanOxyl 5 and 
PanOxyl 10 also contain 696 polyoxyethyl- 
ene lauryl ether and 4096 ethyl alcohol in 
a gel base formulated with colloidal mag- 
nesium aluminum silicate, hydroxypropyl- 
methylcellulose, citric acid and purified 
water. 


Action and Uses: The topical use of Pan- 
Oxyl 5 and PanOxyl 10 provides therapeu- 
tic control of acne through drying and des- 


Sulfoxyl® 
(benzoyl peroxide and sulfur) 


Regular and Strong Lotions 


Adds the therapeutic benefits of sulfur to 
benzoyl peroxide 

...8 combination which gives greater ef- 
fectiveness than either substance used 
alone. The added drying and desqua- 
mative properties of sulfur make Sulfoxyl 
a logical choice in the presence of exces- 
sive oiliness. 


Composition: Sulfoxyl Lotion Regular con- 
tains 5% benzoyl peroxide and 2% sulfur; 
Sulfoxyl Lotion Strong contains 10% ben- 
zoyl peroxide and 596 sulfur, each in a 
lotion base formulated with polyethylene 
glycol monostearate, stearic acid, glycerol 
monostearate, isopropyl palmitate, propy- 
lene glycol, zinc soap and purified water. 
Indications: Use as a topical aid in the 
treatment of acne. 

Dosage and Administration: After cleans- 
ing the skin, smooth Sulfoxyl Lotion gently 
into the affected areas, once daily for 
three days. If no discomfort is felt, fre- 
quency of application can then be in- 
creased to twice daily. The amount of dry- 
ing and desquamation can be modified by 
adjusting the dosage schedule. 
Contraindications: Patients with a known 
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The longest-used, most-widely 
prescribed and most reported 
benzoyl peroxide gel 


quamative action, as well as providing 
antiseptic activity. 

Indications: Use as an aid in the treat- 
ment of acne. 


Dosage and Administration: Apply 1 or 
more times daily to affected areas. Wash- 
ing the face with soap and water prior to 
application greatly enhances the efficacy 
of the medication. 

Contraindications: Patients with a known 
sensitivity to benzoyl peroxide should not 
employ these medications. 


sensitivity to benzoyl peroxide, sulfur or 
any of the other formulation ingredients 
should not use these medications. 
Precautions: For external use only. Avoid 
contact with eyes, mucous membranes 
and sensitive areas of the neck. Notify 
physician if excessive dryness or irritation 
occurs Or increases. Keep from heat. 


Caution: Patients should be warned that 
these formulations may bleach colored 
linens, towels and apparel. 


How Supplied: 1.0 oz. plastic bottles. 


Caution: Federal law prohibits dispensing 
without prescription. 


Benoxyl? 5 & 10 Lotions 


(benzoy! peroxide) 


Simple, economical, therapeutic and ver- 
satile 

Simple benzoyl peroxide alone may be 
considered ideal for initiating therapy, for 
maintenance therapy or for use concomi- 
tantly with other agents. 


Benoxyl 5 contains 596 benzoyl peroxide 
and Benoxyl 10, 1096 benzoyl peroxide in 
a grease-free washable base. 


Benoxyl 5 and Benoxyl 10 are available in 
1 oz. and 2 oz. plastic bottles. 


U.S. Pat. No. 3535422 





Precautions: For external use only. Avoid 
contact with the eyes or mucosal mem- 
branes. Very fair individuals should always 
be started on a single application at bed- 
time, allowing the medication to remain 
on the skin overnight. PanOxyl may bleach 
colored fabrics. 

How Supplied: 2 oz. and 4 oz. plastic 
tubes. 

Caution: Federal law prohibits dispensing 
without prescription. 


U.S. Pat. No. 4056611 
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When cleanliness requires 
more than soap— 


| in the hospital, office or home 


BETADINE Skin Cleanser 


Degerms as it cleanses 


c3For routine handwashing— cn infected acne pimples—when it is important 
for physicians and nurses in the — to prevent autoinoculation of new sites. 

hospital and office— hospital ‘To degerm face, hands and body with 
personnel and patients— for prompt, broad-spectrum microbicidal action— 
those caring for infants andthe BETADINE Skin Cleanser cleanses thoroughly and 
sick at home. gently with a rich golden lather— virtually 

(For skin degerming— nonirritating* to skin and mucosa— nonstaining to 
in patients with common skin and natural fabrics. 

pathogens, including Staph. Supplied in 4 fl. oz. plastic bottles. 

aureus —postoperative skin care in the hospital and 





*In the rare instance of local irritation or sensitivity, discontinue use by 
home—in skin infections—for general hygiene, the individual. — — 
when skin degerming is indicated. Purdue Frederick 
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Lidex-E 
-. (fluocinonide) OO596 


The established potency 
of fluocinonide, in a soothing 
emollient base. 


Less drying than a cream, with the 
lubricating qualities of an ointment- 
cosmetically acceptable to patients. 


Especially useful wherever a 
soothing topical steroid is indicated, 
as in atopic dermatitis. 


Available in 15g and 60g tubes. 


Please see following page 
for summary of 
prescribing information 
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Lide E. Howareyou © 
(fluocinonide) 


Cream 005% keeping UD — 
-7 7 | with happenings 


Fluocinonide, which is the 21-acetate ester 
of fluocinolone acetonide, has the 
chemical formula 6a, 9-difluoro-448, 16a, 


= 
17, 21-tetrahydroxypregna-1, 4-diene-3, 
20-dione, cyclic 16, 17-acetal with 
acetone, 21- acetate. 


The cream contains fluocinonide 0.5 
mg./g. in a water-washable aqueous 


8 
emollient base of stearyl alcohol, cetyl 
alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, 9 


citric acid and purified water. 

Actions Topical steroids are primarily ef- 
fective because of their anti-inflammatory, 
antipruritic and vasoconstrictive actions. 














Keep up-to-date with an AMA Specialty Journal. Month after month, 
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Contraindications Topical steroids are 
contraindicated in vaccinia and varicella. 


Topical steroids are contraindicated in 
those patients with a history of hypersen- x 
sitivity to any of the components of the 
preparation. 


Precautions If irritation develops, 
the cream should be discontinued and 
appropriate therapy instituted. 


In the presence of an infection, the use of 
an appropriate antifungal or antibacterial 
agent should be instituted. If a favorable 
response does not occur promptly, the cor- 
ticosteroid cream should be discontinued 
until the infection has been adequately 
controlled. 


If extensive areas are treated, the possibil- 
ity exists of increased systemic absorption 
and suitable precautions should be taken. 


Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use in preg- 
nant females has not absolutely been 
established. Therefore, they should not 

be used extensively on pregnant patients, 
in large amounts or for prolonged periods 
of time. 


This product is not for ophthalmic use. 


Adverse reactions The following local 
adverse reactions have been reported 
with topical corticosteroids: burning sensa- 
tions, itching, irritation, dryness, secondary 
infection, folliculitis, acneform eruptions, 
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For Skin That Needs Your Special Skills... 
Neutrogena... 
for exceptional patient compliance? 
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Neutrogena* Acne-Drying Gel SUN Neutrogena 


à a i acne-drying gel 
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vailable for prescribing flexibility in cream, ointment, and lotion. 
Iso available in aerosol, which is indicated for contact dermatitis only. 


lease see Clinical Considerations section which follows... 


DIPROSONE" 

brand of betamethasone dipropionate 

Cream 0.05%, Ointment 0.05%, Lotion 0.05% w/w, 
Aerosol 0.1% w/w 

(Potency expressed as betamethasone) 

For Dermatologic Use Only 


ACTIONS: DIPROSONE Cream, Ointment, Lotion, 
and Aerosol are primarily effective because of their 
anti-inflammatory, antipruritic, and vasoconstrictive 
actions. 


INDICATIONS: DIPROSONE Cream, Ointment, and 
Lotion are indicated for the relief of the inflammatory 
manifestations of corticosteroid-responsive derma- 
toses. 


DIPROSONE Aerosol is indicated solely for the adjunc- 
tive topical management for the relief of inflammatory 
manifestations of acute contact dermatitis. 


DIPROSONE Aerosol has not been shown to be effec- 
tive in any steroid-responsive dermatosis other than 
contact dermatitis. 


CONTRAINDICATIONS: DIPROSONE Cream, Oint- 
ment, Lotion, and Aerosol are contraindicated in vac- 
cinia and varicella. Topical steroids are contraindicated 
in those patients with a history of hypersensitivity to any 
of the components of such preparations. 


DIPROSONE Aerosol is also contraindicated for use 
under occlusive dressings. 


WARNINGS FOR DIPROSONE AEROSOL: Keep 
DIPROSONE Aerosol away from eyes or other mucous 
membranes. Use only as directed; intentional misuse by 
deliberately concentrating or inhaling the contents can 
be harmful or fatal. Avoid freezing of the tissue by not 
spraying for more than three seconds, at a distance of 
not less than six inches. Contents under pressure. Do 
not puncture. Do not use or store near heat or open 
flame. Exposure to temperatures above 120° Farenheit 
may cause bursting. Never throw container into fire or 
incinerator. Keep DIPROSONE Aerosol out of reach of 
children. 


PRECAUTIONS: If irritation develops with the use of 
DIPROSONE products, treatment should be discontin- 
ued and appropriate therapy instituted. In the presence 
of an infection, the use of an appropriate antifungal or 
antibacterial agent should be instituted. If a favorable 
response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been 
adequately controlled. 


If extensive areas are treated or if the occlusive tech- 
nique is used, the possibility exists of increased systemic 
absorption of the corticosteroid and suitable precau- 
tions should be taken. Although topical steroids have not 
been reported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has not been 
absolutely established. Therefore, they should not be 
used extensively in pregnant patients, in large amounts 
or for prolonged periods of time. DIPROSONE products 
are not for ophthalmic use. 


ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticoste- 
roids: burning; itching; irritation; dryness; folliculitis; 
hypertrichosis; acneiform eruptions; hypopigmentation. 
Additionally, the following may occur with DIPROSONE 
Aerosol and also may occur more frequently with 
occlusive dressings than without such therapy: macera- 
tion of the skin; secondary infection; skin atrophy; striae; 
miliaria. 

DOSAGE AND ADMINISTRATION: DIPROSONE 
Cream and Ointment are applied as a thin film over the 
affected skin areas twice daily, in the morning and at 
night. Clinical studies of DIPROSONE have indicated 
that applications twice a day are generally adequate. 


Apply a few drops of DIPROSONE Lotion to the affected 
areas and massage lightly until it disappears. Apply twice 
daily, in the morning and at night. For the most effective 
and economical use, apply nozzle to affected area'and 
gently squeeze bottle. 


DIPROSONE Aerosol may be held upright or inverted 
during use. The spray should be directed onto the 
affected area from a distance of not less than six inches 
and applied for only three seconds. Apply DIPROSONE 
Aerosol sparingly to the affected skin area three times a 
day. 

Aerosol packaged by Aerosol! Techniques, Inc., Arm- 
strong Laboratories Division, West Roxbury, MA. 02132. 


For more complete details, consult package insert or 
Schering literature available from your Schering 
Representative or Professional Services Depart- 
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A valuable guide to diagnostic and therapeutic procedures 
for the cancer patient 


Current Concepts in Cancer 


While national attention focuses on cancer through specialized cancer 
centers, physicians are aware that the majority of cancer patients 
are treated in office practices. For most practicing physicians, can- 
cer treatment is not a research objective, but a very practical prob- 
lem in patient management. 
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Current Concepts in Cancer, a compilation of articles originally 
published in the Journal of the American Medical Association, is 
designed to be a guide for the practitioner in the choice of diagnostic 
and therapeutic procedures for many types of malignancies. It pre- 
sents an objective interdisciplinary view by MDs outstanding in their 
respective fields, emphasizing principles of diagnosis and surgical, 
radiotherapeutic, and chemotherapeutic treatment. 


Make this important resource a part of your reference file. Order 
your copy today. 
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Letters to the Editor 


DLE vs LPS 


To the Editor.—Dr Dilaimy's reply to 
Dr Tkach in the December ARCHIVES 
(113:1729, 1977) has several factors 
that do not substantiate a reply to the 
letter addressed to him. 

To verify his argument that discoid 
lupus erythematosus (DLE) was not to 
be confused with lichen planus sub- 
tropicus (LPS), he stated that the 
lesions of LPS healed without scar- 
ring, that the infiltrate was confined 
to the upper portion of the dermis, and 
that there was no follicular plugging. 
Unfortunately, all these characteris- 
tics may also be seen in DLE.’ 

Therefore, it is difficult for Dr 
Dilaimy to refute Dr Tkach on the 
basis of some of the criteria he has set 
up to differentiate the two entities, 
DLE and LPS. 

LAWRENCE M. WELLS, MD 
New York 


1. Lever WF, Schaumberg-Lever G: Histopa- 
thology of Skin, ed 5. Philadelphia, JB Lippincott 
Co, 1975, p 423. 


Trioxsalen vs Methoxsalen in the 
Treatment of Psoriasis 


To the Editor.—Fischer and Juhlin 
described their use of a trioxsalen 
bath in the photochemotherapy of 
psoriasis in the June 1977 issue of the 
ARCHIVES (113:852). 

I have tried their method and can 
vouch for its efficacy. Admittedly, it 
has some drawbacks, and could, like 
methoxsalen, conceivably also be 
risky. However, I cannot see that the 
Editor’s fear of potentially dangerous 
effects is based on fact or sound 
reasoning. 

Arora and Willis (ARCHIVES 112:327- 
332, 1976) used a substance with 
entirely different properties, viz, 
methoxsalen, and in a concentration 
more than 1,000 times that of the 
trioxsalen of Fischer and Juhlin. The 
methoxsalen was applied for much 
longer periods, six times longer than 
trioxsalen, yet methoxsalen at the 
lowest concentration was never asso- 
ciated with a phototoxic reaction after 
three hours had elapsed. 

After a trioxsalen bath, the photo- 
toxic effect actually remains for about 
six hours. Accidental reactions can 
easily be avoided, since the face is not 
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usually immersed in the bath, and the 
rest of the body can be protected by 
proper clothing as long as necessary. 
I consider the "last word," as deliv- 
ered by an editor's comment, to be of 
value if given with sound judgment, 
but potentially very harmful if not. 
An editorial comment based on a 
misunderstanding is worse than no 
comment at all. 
MARCUS SKOGH 
Linkóping, Sweden 


Nonproprietary Names and 
Trademarks of Drugs 


Methoxsalen—Melorine, 8-MOP, Oxsora- 
len. 
Trioxsalen— T'risoralen. 


Skogh accurately notes that Arora and 
Willis used higher concentrations of a 
different psoralen compound than used by 
Fischer and Juhlin. Contact with the 
diluted trioxsalen lasted 15 minutes, imme- 
diately after which the subjects were 
exposed to the light energy. This irradia- 
tion time most likely led to minimal photo- 
toxic injury. However, Fischer and Juh- 
lin's LETTER TO THE EDITOR was only 
published to note that this type of therapy 
was being examined and might be useful. 
The data presented did not allow evalua- 
tion of the efficacy and toxic effects of this 
modality. Until a controlled study has been 
accomplished, the status and safety of this 
procedure remain to be established. Triox- 
salen is a. potent topical photosensitizer. As 
noted by Skogh, the photosensitization may 
last six hours after exposure to very small 
amounts of the material topically. At our 
present state of knowledge, I would reiter- 
ate that this therapy regimen should be 
considered with a great deal of caution 
until more answers are available.—ED. 


Melanoma Thickness and Elective 
Node Dissection 


To the Editor.-l read with interest 
the excellent editorial “Malignant 
Melanoma” by Callen et al (ARCHIVES 
114:369-370, 1978). It is a fine summa- 
ry of the literature, but I would like to 
comment on the question of elective 
node dissection. On the basis of our 
retrospective study, we did confirm 
Hansen and MeCarten's observations’ 
that elective node dissection appeared 
to improve the survival rate for 
patients with tumors greater than 1.5 
mm in thickness but had no effect on 
patients with thinner tumors. We 
realized, however, that only a random- 
ized prospective study, such as that of 
the World Health Organization Mela- 
noma Center, could properly assess 
the value of elective node dissection in 
melanoma. We were given the oppor- 
tunity of measuring the thickness of 
tumors of their cases but were unable 


to demonstrate any subgroups that 
benefited substantially from elective 
node dissection. Reexamination of our 
retrospective data showed surgical 
bias in patient selection.‘ Of tumors 
greater than 1.5 mm in thickness, 32 
were axial and 24 were extremity 
tumors. Node dissections had been 
performed for 50% of patients with 
extremity tumors but for only 28% of 
those with axial tumors and not at all 
for those with level V tumors of any 
site. Since extremity melanomas have 
a better prognosis than axial tumors,’ 
it is apparent that surgical bias in 
patient selection could explain our 
findings. 

ALEXANDER BRESLOW, MD 

Washington, DC 


1. Breslow A: Tumor thickness, level of inva- 
sion and node dissection in stage I cutaneous 
melanoma. Ann Surg 182:572-575, 1975. 

2. Hansen MG, McCarten AB: Tumor thick- 
ness and lymphocytic infiltration in malignant 
melanoma of the head and neck. Am J Surg 
128:557-561, 1974. 

3. Veronesi U, Adamus J, Bandiera DC, et al: 
Inefficacy of immediate node dissection in stage 
I melanoma of the limbs. N Engl J Med 297:627- 
630, 1974. 

.4. Breslow A: Letter to the editor. Ann Surg 
186:778, 1977. 

5. Davis NC: Cutaneous melanoma: The 
Queensland experience. Curr Probl Surg 13:42, 
1976. 


Skin Signs of Fat Embolism 


To the Editor.—This report calls to the 
attention of dermatologists a distinct 
dermatologic entity that has become 
well recognized in the medical and 
surgical literature; yet, it has received 
minimal attention in the dermatologic 
literature. 


Report of a Case.—A 53-year-old man was 
admitted to Hahnemann Hospital for a 
traumatic fractured left fibula. The frac- 
ture occurred 36 hours prior to admission. 
On admission, chest x-ray film, complete 
blood cell count (CBC), platelet count, and 
urinalysis results were all within normal 
limits. Fourteen hours later, punctate pete- 
chiae were noted on the patient’s neck and 
on the upper portions of the arms, chest, 
and back. A skin biopsy was refused by the 
patient. Findings from a repeated CBC, 
platelet count, and chest roentgenogram 
were unchanged. However, the petechial 
lesions in the aforementioned distribution 
were virtually pathognomonic of fat embo- 
lization when viewed in the clinical setting 
of antecedent trauma. 


Comment.—In the late 1800s, the 
initial clinical description of the triad 
of confusion, dyspnea, and petechiae 
was described in the German litera- 
ture by Von Bergman.’ 

Schwartz stated that “the classic 
physical finding of fat embolism is the 
appearance of petechial hemorrhages 
in the capillary plexus of the dermis. 
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They occur in a distinctive pattern 
over the shoulders, chest, axilla, and 
rarely the abdominal wall and extrem- 
ities. They may also be noted in the 
subeonjunctival region and in the 
palate. Petechiae occur as early as the 
second or third day and as late as the 
ninth day after injury."* Skin biopsy 
that includes fat stains may confirm 
the diagnosis. 

Diagnostic criteria proposed for fat 
emboli are as follows: petechiae on the 
neck or thoracic region; fat in the 
sputum or urine; fat in retinal arteri- 
oles; and the presence of a patchy or 
more diffuse lung consolidation on the 
chest x-ray picture.’ 

Physicians familiar with the cuta- 
neous manifestations of fat embolism 
may establish the diagnosis long 
before laboratory values reveal it. 

JEFFREY L. PoLLock, MD 
Philadelphia 


1. Von Bergman EB: Ein Fall tod licher feten- 
bolic. Berklin Wochenschl 10:385-387, 1873. 

2. Schwartz SI: Principles of Surgery, ed 2. 
New York, McGraw-Hill Book Co Inc, 1974, vol 1, 
p. 476. 

3. Weisz GM, Steiner E: The cause of death in 
fat embolism. Chest 59:511, 1971. 


Cardiovascular Pseudoxanthoma 
Elasticum 


To the Editor.—Pseudoxanthoma elas- 
ticum (PXE) is a systemic heritable 
disorder aptly named for its xantho- 
ma-like cutaneous lesions and its 
involvement of elastic tissue. Patients 
with this disease often have prema- 
ture and severe vascular disease. It 
has been suggested that carriers of 
PXE may not be uncommon and that 
these people may also be prone to 
vascular disease and its complica- 
tions.' Altman and his associates eval- 
uated the incidence of PXE in Seattle 
and found that it may be much more 
frequent than reported, with carriers 
representing a possible 1% or more of 
the general population. In the Febru- 
ary issue of the ARCHIVES (114:279-280, 
1978, PXE that was apparently 
limited to one organ system was 
reported. The authors of this report 
speculated that single-organ involve- 
ment may represent mosaicism, vari- 
able expressivity, or heterozygote ex- 
pression, and that such involvement 
might also occur in the cardiovascular 
system elastic tissue, producing many 
patients with premature cardiovascu- 
lar disease. 

Pseudoxanthoma elasticum is a dis- 
order of elastic tissue in which the 
abnormal elastic fibers are easily 
demonstrable by elastic tissue stains, 
such as Verhoeff's stain, and in which 
they appear as thick, short, and curled 
abnormal fibers. Also in the February 
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issue of the ÁncHIVES (114: 288, 1978), 
these elastic fibers were reported to 
autofluoresce a bright green. It might 
be simple yet revealing if nondiabetic 
patients who die of premature myo- 
cardial infarctions have their vascula- 
ture examined for the abnormal elas- 
tic tissue that is characteristic of 
PXE. 

ROBERT A. SCHWARTZ, MD 

Buffalo, NY 


l. Altman LK, Fialkow PJ, Parker F, et al: 
Pseudoxanthoma elasticum. Arch Intern Med 
134:1048-1054, 1974. 


Pyoderma Gangrenosum 


To the Editor.—I was very interested 
in the communication of Callen et 
al in the November issue of the 
ARCHIVES (113, 1585-1586, 1977). 
Together with Basset' I published a 
report in 1971 of two cases of pyoder- 
ma gangrenosum associated with my- 
eloid disorder. One case was of an 
80-year-old with myeloid metaplasia 
and polycythemia. The other was of a 
60-year-old man with myelosclerosis 
and leukopenia. 
In our report we also noted two 
similar previous cases.*? 
JEAN MALEVILLE, MD 
Bordeaux, France 


l. Basset A, Maleville J, Oberling F, et al: 
Pyodermite phagédénique et myélosclérose. Arch 
Med Ouest 3:123-127, 1971. 

2. Bureau Y, Guenel J, Barriere H, et al: 
Eruption récidivante en placards pustuleux chez 
une malade atteinte de maladie de Vaquez. Bull 
Soc Fr Derm 74:646-647, 1967. 

3. Duverne J, Brizard CP, Volle H, et al: Pyo- 
dermites en placards extensifs et sphacéliques au 
cours d’une maladie de Vaquez stabilisée par le 
P 32. Bull Soc Fr Derm 76:86-89, 1969. 


Gluten Sensitivity 


To the Editor.—This letter is to report 
an unusual case of possible gluten 
sensitivity and to relate it to home 
baking. 


Report of a Case.—A 34-year-old woman 
complained of moderate pruritus in early 
January of 1978. She had itchy papules, 
mainly on her trunk and slightly on her 
arms; mild scabies was diagnosed. Treat- 
ment with gamma benzene hexachloride 
(Kwell) had no effect. In fact, she returned 
one week later with more severe itching 
and was put on a regimen of prednisone, 50 
mg/day, and hydroxyzine hydrochloride 
(Atarax), 10 mg at bedtime. At that time, it 
was thought that she had an allergic reac- 
tion to the dead mites. Her husband, the 
only other family member, had no symp- 
toms of any skin disease. One week later 
the itching was about the same and 
crotamiton (Eurax cream) was applied, 
which not only did not help, but which 
seemed to make her itch more intensely. 
Halcinonide (Halog) was also used at that 
time. She again returned a week later with 
a change in the pattern of her rash. It was 
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now on Te extensor surfaces and lower 
sacral area, as well as on the posterior 


portions of the neck and thighs. The idea, 


occurred that this might be a somewhat 
unusual distribution for dermatitis herpet- 
iformis (DH), and she was begun on a 
regimen of sulfapyridine, 500 mg four 
times a day, and sodium bicarbonate, 600 
mg/day. Two biopsy specimens were 
taken, one for immunofluorescence and 
one for hematoxylin-eosin staining. Dur- 
ing the next week, her rash became only 
slightly better. In discussing the fact that 
one of the associated findings with DH 
could be an intolerance to gluten, she 
informed me that she had begun home 
baking in December and had been using a 
lot of gluten in her cooking. It was 
suggested that she completely eliminate all 
of the gluten from her home baking. 
Results from the biopsy were the follow- 
ing: (1) no immunofluorescence; and (2) the 
hematoxylin-eosin stain demonstrated 
mild eczema changes. The rash rapidly 
improved, and the sulfapyridine therapy 
was stopped after ten days. 


Comment.—At present, she is avoid- 
ing gluten, and there is no more 
dermatitis. However, she does show 
moderate dermatographia, and she is 
being maintained on a low dose of 
hydroxyzine (Atarax). If she agrees, 
we may challenge her with gluten to 
see if this indeed was related to her 
DH-like dermatitis. 

PAUL CONTORER, MD 
Clackamas, Ore 


Eruptive Nevocytic Nevi 
After Lyell’s Syndrome 


To the Editor.—In regard to the inter- 
esting report of Dr Kopf and his 
colleagues in the August ARCHIVES 
(113:1080-1084, 1977) on the sudden 
appearance of eruptive nevocytic nevi 
after a severe bullous disease, we 
would like to present a similar case 


Fig 1.—Junction nevus of back at admis- 
sion. 
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four months after onset of toxic epidermal 
necrolysis. 





Fig 3.—Histopathological features of erup- 
tive nevocytic nevi. 


that we have recently observed in the 
Department of Dermatology, Univer- 
sity of Düsseldorf. 


Report of a Case.—In December 1970, a 
16-year-old girl was treated by her physi- 
cian for "flu" with unknown amounts of 
phenylbutazone, lidocaine, and tyrothri- 
cine. Five days prior to admission she 
began to complain of fever, malaise, and 
fatigue. Three days later an erythematous 
rash appeared on the chest and then spread 
to the back, face, abdomen, and extremi- 
ties. The clinical examination disclosed an 
erythematous and bullous eruption, which 
was most severe and dense on the back and 
abdomen. Rupture of the bullae was 
followed by sloughing of large areas of 
skin. The lips, palate, and buccal mucosa 
were covered with hemorrhagic vesicles 
and necrotic papules; there was a severe 
ulcerative conjunctivitis. The clinical fea- 
tures of the disease and the histological 
findings in a biopsy specimen taken from a 
lesion on the right thigh established the 
diagnosis of toxic epidermal necrolysis 
(Lyell’s syndrome). At the time of admis- 
sion, we observed a hyperpigmented lesion 
on the back of the patient, which showed 
clinically and histologically the features of 
a junction nevus (Fig 1). About nine weeks 
after the onset of the toxic epidermal 
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necrolysis, a few small brown maculopapu- 
lar lesions developed around the preexist- 
ing nevus, which, within the next four 
months, increased in size and number (Fig 
2). A biopsy specimen taken from these 
lesions revealed benign nevocytic nevi (Fig 
3), which remained clinically unchanged 
during the seven-year follow-up of the 
patient. 


Comment.—The clinical course of 
the observed eruptive nevocytic nevi 
after Lyell’s syndrome or erythema 
multiforme and the biological behav- 
ior of their nevus cells are remarkable. 
The hypothesis that epidermal necro- 
sis induced abnormality in the recrea- 
tion control mechanism of the epider- 
mal melanin units, suggested by Kopf 
et al, seems to be not unlikely, but it 
cannot explain why eruptive nevocytic 
nevi do not appear in all cases of 
extensive epidermal necrosis. Howev- 
er, the appearance of the nevi in our 
case may be regarded as the result of 
the stimulation of nevus cells, produc- 
ing melanocytes of the preexisting 
junction nevus. 

GUNTER GOERZ, MD 
Dionysios TSAMBAOS, MD 
Diisseldorf, West Germany 


Carrots and Photodermatitis 


To the Editor.-There have been 
numerous reports concerning the use 
of beta carotene for erythropoietic 
protoporphyria, polymorphous light 
eruption, and other photosensitive 
disorders. In the September ARCHIVES 
(113:1229-1232, 1977), clinical re- 
sponses appeared to correlate with 
serum beta carotene levels of greater 
than 400 ug/dl. To achieve this range, 
dosages of beta carotene were 15 to 
180 mg/day and greater. Absorption 
of beta carotene is certainly not 
uniform. Beta carotene (Solatene) is 
available commercially in 30-mg cap- 
sules. At a cost of 10 cents per capsule, 
this regimen could cost a patient as 
much as 80 cents per day. An alternate 
source of fi-carotene is fresh carrots. 


Report of a Case.—A 67-year-old man 
with chronic polymorphous light eruption 
had extensive plaques that were minimally 
responsive to sunscreens and topical corti- 
costeroids. Results of photosensitivity 
studies showed sensitivity to ultraviolet 
light in the A and B ranges. The patient 
was treated with beta carotene orally at a 
dosage of 90 mg/day. After six weeks, the 
patient’s serum beta carotene level was 140 
pg/dl. Increasing the dosage resulted in 
the patient complaining of nausea and 
frequent stools. However, five to ten 
carrots each day resulted in clinical caro- 
tenemia, a serum f-carotene level of 
greater than 450 ug/dl, and no complaints 
of gastrointestinal discomfort. 

Nutritional publications'* list fresh car- 
rots to contain levels of f-carotene that 
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range from 1,300 to 28,000 ug/100 g of 
carrots. Carrots weigh 50 to 100 g. Assum- 
ing each carrot contains approximately 10 
mg of jf-carotene, the above patient 
ingested 50 to 100 mg of fi-carotene per 
day. 


Comment.—The therapeutic range 
suggested for treating photosensitivi- 
ty disorders can be obtained by using 
raw carrots. This is not to imply poly- 
morphous light eruption will respond 
to f-carotene. If more customary 
treatment fails, however, a trial of 
f-carotene may be indicated. If side 
effects develop using commercial beta 
carotene (Solatene), fresh carrots may 
be substituted. Other high f-carotene 
sources include winter squash, sweet 
potato, and cantaloupe. 

JEFFRY P. RATTET, MD 
Yorba Linda, Calif 


In Reply.—It is a well-known fact that 
carotenemia, or better, carotenoder- 
mia, can be induced by the ingestion 
of carotenoid-containing foods.' This 
fact was made use of by Chapel and 
associates, who reported in the AR- 
CHIVES (105:572-573, 1972) that the 
tolerance to sun exposure of a patient 
with erythropoietic protoporphyria 
improved markedly when that patient 
drank 24 to 32 oz of either carrot juice 
or mixed vegetable juice per day. This 
ingestion resulted in carotenodermia 
(blood carotene levels were not given). 
We noted similar results with the use 
of a concentrated carrot oil prepara- 
tion.’ Thus, it is not surprising that Dr 
Rattet found that his patient had 
substantial levels of blood carotene 
and observable carotenodermia. 

However, there have been reports 
of leukopenia with increased vegeta- 
ble intake: this is reversible with 
cessation of the increased vegetable 
diet and is unrelated to carotenoid 
content, since ingestion of crystalline 
carotene does not cause it.** Thus, 
because of the possible toxicity asso- 
ciated with long-term ingestion of 
excess amounts of vegetables, we 
suggest caution and monitoring of 
hematopoietic values if increased veg- 
etable intake is used as a method of 
inducing carotenodermia. 

MICHELINE M. MaATruEWs-RorH, MD 

Boston 


1. Jehgers HJ: Skin changes of nutritional 
origin. N Engl J Med 228:678-686, 1943. 

2. Mathews-Roth MM, Pathak MA, Fitzpatrick 
TB, et al: Beta-carotene as a photoprotective 
agent in erythropoietic protoporphyria. N Engl J 
Med 282:1231-1234, 1970. 

3. Nieman C, Klein-Obbink HJ: Biochemistry 
and pathology of hypervitaminosis. A Vitam 
Horm 12:69-99, 1954. 

4. Ostwald R, Briggs GM: Toxicity of vitamins, 
in Food Protection Commission, (eds): Toricants 
Occurring Naturally in Foods. Washington, DC, 
National Science Foundation, 1967, pp 183-200. 
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Otodectes cynotis Infestation 


To the Editor.—In his letter in the 
January 1978 ARCHIVES (114:130) Dr 
Herwick described a case of prurigo in 
a woman from the San Francisco Bay 
area that he ascribed to the presence 
of the canine (and feline) ear mite 
Otodectes cynotis in the patient's 
recently acquired dog. 


Report of a Case.-In November 1977 a 
young dog was referred to me because the 
owner, a 50-year-old housewife, had been 
suffering from recurrent, pruritic erup- 
tions on her torso and extremities ever 
since she acquired the dog some nine 
months earlier. The dog proved to have a 
bilateral otitis externa due to a heavy 
infestation with O cynotis. In brushings 
from the coat of the animal I found two 
mites that I first thought to be aberrant 
ear mites but that were subsequently iden- 
tified as the canine scurf mite Cheyletiella 
yasguri. This mite may infest dogs asymp- 
tomatically but is quite frequently the 
cause of intensely pruritic, papular erup- 
tions in persons who are in close contact 
with an infested animal.’ 


Comment.—Cheyletiella yasguri is 
known to occur in California? and may 
well have been involved in Dr 
Herwick’s case. This mite should be 
looked for in similar cases even 
though ear mites have been found by a 
cursory examination of the patient’s 
dog. 

STEEN KRISTENSEN, DVM 
Copenhagen 


1. Van Bronswijk JEMH, de Kreek EJ: Cheyle- 
tiella (Acari: Cheyletiellidae) of dog, cat and 
domesticated rabbit: A review. J Med Entomol 
13:315-327, 1976. 

2. Keh B: Dermatitis in man traced to dog 
infested with Cheyletiella yasguri Smiley (Acari: 
Cheyletiellidae) in California. Calif Vector Views 
20:77-79, 1973. 


Sensitization to Topical Antibiotics 


To the Editor.—Topical antibiotics 
such as erythromycin and clindamycin 
are effective in acne therapy and 
avoid possible adverse effects of 
systemic antibiotics. As with any topi- 
cal preparation, there is a risk of 
sensitization, albeit small, of which we 
should not lose sight. 


Report of a Case.—A 23-year-old woman 
had acne for several years. On examina- 
tion, erythematous inflammatory papules 
and nodules, pustules, cysts, closed come- 
dones, and scarring were on her face. She 
had been applying only alcohol to her face. 
Therapy was initiated with tetracycline 
hydrochloride, 250 mg orally four times a 
day and 5% benzoyl peroxide gel twice a 
day. 

After 3% months, she asked if topical 
antibiotics could be used because she 
preferred not to take pills. The benzoyl 
peroxide therapy was discontinued and 
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treatment with clindamycin (Cleocin) in a 
topieal lotion (E-Solve, Syosset Laborato- 
ries) was begun (two 150-mg capsules/30 
ml) twice a day. Within 12 days she 
complained of severe facial pruritus, and 
an erythematous papular and nodular 
eruption was seen along the mandible and 
on the malar regions of her face. This 
reaction was treated with cool compresses 
and topical corticosteroids, subsiding over 
four days. I felt that the reaction was most 
likely related to the vehicle, and after 
discussion with the patient she tried the 
clindamycin again, compounded with the 
parenteral preparation in an alcohol-water 
base. Within 36 hours the same reaction 
developed on her face. At this point a 
sensitivity to the antibiotic seemed more 
likely. 

Closed patches were applied to the back. 
The antibiotic capsule preparation (150-mg 
capsule in 15 ml of water), both of the 
patient's topical medications, and the 
E-Solve base itself were applied. Open 
patches to the antibiotic preparations were 
placed on her forearms. Irritant controls 
(for clindamycin in water) were not 
performed. When the patches were evalu- 
ated at 72 hours, erythema and papules 
were under the antibiotic capsular prepara- 
tion. There was no reaction at the other 
sites. 


Comment.—This case is suggestive 
of an allergic contact dermatitis to the 
clindamycin. The reaction developed 
approximately two weeks after the 
first contact with the medication. This 
is in keeping with an allergic reaction 
to a topical agent. The elicitation of 
the same response soon after applying 
the alcoholic solution is consistent 
with an allergic reaction in a sensi- 
tized host. It is less suggestive of an 
irritant reaction, particularly because 
the patient had been accustomed to 
applying alcohol to her face. Phototox- 
icity and photoallergy have not been 
ruled out, although there was no histo- 
ry to suggest this possibility. 

The patch testing raises questions 
and criticisms. Standardized materi- 
als were not employed. The pure anti- 
biotic was not used; therefore, a reac- 
tion to the filler is possible. Inasmuch 
as she did have eruptions after use of 
different formulations of the same 
medication, a reaction to filler or to 
the vehicle seems unlikely. There was 
no reaction to a closed patch with 
full-strength E-Solve. Why there was 
no reaction to the medication prepara- 
tions themselves is unclear. 

In summary, this case is suggestive 
of allergic contact sensitivity to clin- 
damycin caused by topical application. 
This is undoubtedly uncommon. How- 
ever, we must bear in mind that sensi- 
tivity can be induced by this route. 
Clindamycin is a potent and valuable 
drug in certain severe systemic infec- 
tions. (Its effectiveness by oral ad- 


ministration in treatment of acne is 
known.) It would be unfortunate if it 
were needed in a patient but could not 
be used because of allergic sensitivity 
induced by topical application. I am 
not suggesting that topical antibiotic 
treatment should be abandoned. How- 
ever, we must be aware of potential 
risks, and patients for whom this 
mode of therapy is to be used must be 
selected carefully. Many undesirable 
side effects of drugs given systemical- 
ly ean be avoided by topical adminis- 
tration, but this fact must not be 
understood to mean that this method 
of administration is totally innoc- 
uous. 

JAMES K. HERSTOFF, MD 

Newport, RI 


Nonproprietary Name and 
Trademarks of Drug 


Benzoyl peroxide—Benoxyl Lotion, Benza- 
gel, Desquam-X, OXY-5, Panoxyl, Per- 
sadox, Persa-Gel, Xerac. 


Hydroquinone Nail Pigmentation 


To the Editor.—A common over-the- 
counter preparation used for "skin 
lightening” is 1% hydroquinone (Eso- 
terica). A paradoxical side effect we 
have seen in several patients with the 
chronic usage of this product is a 
diffuse orange-brown pigmentation 
of the nails (Figure). This color is 
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Pigmented nails. Note spared area that 
developed after medication was discontin- 
ued. 


irreversible, but it can be prevented in 
those patients who are using it on the 
face by a thorough washing of the 
fingers after usage and a careful 
avoidance of the nails when applying. 
A spokesman for the manufacturer 
says the discoloration is due to oxida- 
tion of hydroquinone and that the 
same color can be seen on the surface 
of the cream if it is exposed to air for a 
long time. 


Comment.—The importance of rec- 
ognizing this cause of discolored nails 
lies in the large differential diagnosis 
of orange-brown nails, which includes 
bleaching of pigment from nail var- 
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nish, staining from mercury-contain- 
ing creams, subungual hematoma, 
congential discoloration, heavy metal 
poisoning (arsenic, silver, gold, mercu- 
ry), syphilis, malaria, hemochromato- 
sis, Addison’s disease, half-and-half 
nail, hyperthyroidism, and the yellow 
nail syndrome. 

Lt CoL RAYMOND L. GARCIA, 

MC, USAF 

CoL JOHN W. WHITE, JR, MC, USAF 

MaJ WILLIAM F. WILLIS, MC, USAF 

Lackland AFB, Tex 


Use of Fluorinated Steroid 
on the Face 


To the Editor.-We were recently 
contacted by telephone to renew a 
prescription for fluocinolone aceton- 
ide ointment. The patient indicated he 
had been using the medication to treat 
atopic dermatitis on his face and 
arms, and that it had been prescribed 
by another physician. When we 
learned he had been applying the fluo- 
rinated steroid to his face daily for 16 
years, we insisted he come down to our 
office and expected to see a horren- 
dous case of steroid rosacea, steroid 
acne, perioral dermatitis, telangiecta- 
sia, and skin atrophy. When he 
arrived, we had trouble believing our 
eyes. He had no side effects whatsoev- 
er! The patient was a 31-year-old black 
man whose facial skin showed even 
pigmentation and normal texture. His 
atopic dermatitis was under excellent 
control. 

How can one explain the complete 
absence of side effects in this case? 
The effects of prolonged use of fluori- 
nated steroids on the face have been 
expounded so frequently in recent 
years that we were led to believe that 
anyone who continued to use such 
medications on the face would sooner 
or later suffer severe adverse effects. 
Apparently, this isn’t true in every 
case. In fact, if one carefully reviews 
the various reports that document the 
adverse effects of fluorinated steroids 
used on the face,"* one notes certain 
susceptible individuals. The vast ma- 
jority of patients have been white 
women who applied potent steroid 
creams several times daily for several 
months or longer.'* Of these women, 
all who had steroid acne were postpu- 
bertal and usually young adults.’ 
Leyden et al found that most patients 
in whom steroid rosacea developed 
were fair skinned with a distinct 
blushing tendency (ARCHIVES 110:619- 
622, 1974). Many who had a seborrheic 
diathesis developed perioral dermati- 
tis.' Does this mean that other individ- 
uals are "immune" to these effects? 
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Probably not, but some persons, such 
as our patient, do appear to be more 
resistant. It is of considerable interest 
that in the reports of adverse effects 
cited previously, there was an appar- 
ent absence of patients with either 
atopic dermatitis or black skin. 

In the same way that we have 
learned to identify patients at high 
risk of having adverse effects from 
systemic steroids, it appears that we 
are now learning to identify persons 
at high risk of having side effects 
from topical fluorinated steroids. 
Identification of such high-risk pa- 
tients may have additional impor- 
tance because they may also be more 
susceptible to side effects from non- 
fluorinated steroids. We vividly recall 
a young white woman in whom mild 
hirsutism developed over her upper lip 
after less than one month's use of 
desonide, a nonfluorinated prepara- 
tion. 

In conclusion, we wish to state very 
clearly that it is not the intention of 
this letter to advocate or promote the 
prolonged use of fluorinated steroids 
on the face in any case. We do feel, 
however, that if one makes a habit of 
never prescribing fluorinated steroids 
for the face, he is unnecessarily limit- 
ing his therapeutic armamentarium. 
In our experience, certain inflamma- 
tory facial eruptions have often 
responded poorly or not at all to 
nonfluorinated steroids. In selected 
cases with responsible informed pa- 
tients, a five- to ten-day regimen of 
fluorinated steroid, applied once or 
twice daily, has always been safe and 
often extremely beneficial. In all 
cases, and most importantly with 
patients at high risk of side effects, 
one should prescribe the least potent 
and shortest course of topical steroid 
therapy that will adequately control 
the condition. 

RONALD N. SHORE, MD 
GABE MIRKIN, MD 
Silver Spring, Md 


Nonproprietary Name and 
Trademark of Drug 


Desonide—Tridesilon. 


1. Sneddon I: Perioral dermatitis. Br J Derma- 
tol 81:430-434, 1972. 

2. Stevanovic DV: Corticosteroid-induced atro- 
phy of the skin with telangiectasia: A clinical and 
experimental study. Br J Dermatol 87:548-556, 
1972. 

3. Kligman AM, Leyden JJ: Adverse effects of 
fluorinated steroids applied to the face. JAMA 
229:60-62, 1974. 

4. Weber G: Perioral dermatitis: An important 
side effect of corticosteroids. Dermatologica 
152(suppl):161-172, 1976. 


News and Notes 


Sixth Annual Pediatric Dermatology 
Seminar Will Be for the Birds!—It will 
take place in the Galapagos Islands, 
Feb 17-25, 1979. There will be daily 
lectures; CME credit will be awarded. 
Because space is limited on the M/V 
Buccaneer, the largest and most luxu- 
rious ship cruising the Galapagos, 
early reservations are suggested. Tui- 
tion is $150. For information, contact 
Guinter Kahn, MD, 16800 NW Second 
Ave, North Miami Beach, FL 33169. 


Practical Dermatopathology Sympo- 
sium.—This 2'2 day symposium, which 
is to be held at Holiday Inn, Palo Alto, 
Calif, Oet 12-14, 1978, will focus on 
such topics as oral mucosal lesions, 
mycology, and cutaneous ultrastruc- 
ture. It is an AMA-accredited post- 
graduate seminar. For information, 
contact Paul H. Jacobs, MD, Depart- 
ment of Dermatology, Stanford Uni- 
versity School of Medicine, Stanford, 
CA 94305, or phone 415-497-6101. 


1978 United Scleroderma Foundation 
Award.—The United Scleroderma 
Foundation awarded Hirabumi Kondo 
$1,000 for his paper “Cutaneous Anti- 
gen-Stimulating Lymphokine Produc- 
tion by Lymphocytes of Patients with 
Progressive Systemic Sclerosis.” The 
co-authors were Bruce Rabin and 
Gerald P. Rodnan (J Clin Invest 
58:1388-1399, 1976). 

The foundation plans to award 
$3,000 for the best original scleroder- 
ma research paper published in 1978. 
The establishment of an award carries 
with it the hope that it will act as an 
incentive to study this chronic dis- 
abling disease. 

The award is designed for the indi- 
vidual or group whose investigative 
work in this field has been outstand- 
ing. Names of applicants for the 
award, together with supporting data, 
should be submitted for consideration 
by Dec 1, 1978. Results of the research 
must have been presented at a scien- 
tific medical meeting or published in a 
recognized medical journal. The 
award recipient will be determined by 
a committee. 

Address all communications to Den- 
ny L. Tuffanelli, MD, Department of 
Dermatology, University of Califor- 
nia School of Medicine, San Francisco, 
CA 94143. 
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aen on a review of this drug by the National l| Acadamy of Sciences— Do not use in women of childbearing potential. There ar 
National Research Council and/or other information, FDA has classified the jaundice and prolonged extrapyramidal symptoms in Ls D 
indications as follows: ceived phenothiazines during pregnancy. S 


Use with caution in children, as administration may feet in 


overdosage may produce hallucinations, convulsions, sudden deat 
Possibly effective: For relief of pruritic symptoms in neurodermatitis, aller- he foll hi 
gic dermatitis, contact dermatitis, atopic dermatitis, chickenpox, pruritus Elderly patients (60 or older) are more prone to develop the fo owing phenothi- 
ani and vulvae. azine side effects: hypotension, syncope, toxic confusional states, extra- 


pyramidal symptoms (especially parkinsonism), excessive sedation. 


Re ncn aon ese than-dreg e I, TUUS, (urinar Precautions: May increase, prolong or intensify sedative action of C.N.S. de- 
- - pressants (when administered concomitantly, narcotic or barbiturate dosage 
ontraindications: Comatose patients; presence of large amounts of C.N.S. should be reduced to % or Y); lead to restlessness and motor hyperactivity in 
epressants; bone marrow depression; idiosyncrasy or hypersensitivity to this patient with pain being treated with narcotics; block or reverse the pressor ef- 
rug or other phenothiazines; in newborn or premature children; in nursing — fect of epinephrine. Use cautiously in persons (particularly children) with acute 
iothers; in acutely ill and/or dehydrated children. or chronic respiratory impairment, as it may suppress cough reflex; in persons 
farnings: May impair mental and/or physical ability required for potentially with cardiovascular disease, liver function impairment, or history of ulcer 
azardous tasks (driving vehicles, operating machinery), may impair mental disease. The drug's slight antiemetic action may obscure signs of intestinal ob- 

lertness in children. Concomitant use with alcohol or other C.N.S. depres- Struction, brain tumor, toxic drug overdose. 
ants may have additive effect. Warn patients accordingly. Adverse Reactions: (Note: May produce adverse reactions attributable to 
both phenothiazines and antihistamines, although not all the following have 
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^ He ed with "Temaril'. There have been occasional reports of sudden 
-~ death in patients receiving phenothiazine derivatives chronically.) Drowsiness, 
js Sect ia dal reactions (opisthotonos, dystonia, akathisia, dyskinesia, parkin- 
- sonism), particularly with high doses, hyperreflexia in newborn (when used dur- 
ing pregnancy), dizziness, headache, lassitude, tinnitus, incoordination, fa- 
tigue, blurred vision, euphoria, diplopia, nervousness, insomnia, tremors and 
grand mal seizures, excitation, catatonic-like states, neuritis and hysteria, 
oculogyric crises, disturbing dreams/nightmares, pseudoschizophrenia, 
intensification and prolongation of action of C.N.S. depressants, atropine, heat, 
organophosphorus insecticides. 


Also postural hypotension, reflex tachycardia, bradycardia, faintness, cardiac 
arrest, ECG changes, anorexia, nausea, vomiting, epigastric distress, diarrhea, 
constipation, dry mouth, increased appetite and weight gain, urinary frequency 
and dysuria, urinary retention, early menses, induced lactation, gynecomastia, 
decreased libido, inhibition of ejaculation, false positive pregnancy tests, 
thickening of bronchial secretions, tightness of chest, wheezing, nasal stuffi- 
ness, urticaria, dermatitis, asthma, laryngeal edema, angioneurotic edema, 
photosensitivity, lupus erythematosus-like syndrome, anaphylactoid reactions, 
leukopenia, agranulocytosis, pancytopenia, hemolytic anemia, elevation of 
plasma cholesterol levels, thrombocytopenic purpura, jaundice, erythema, pe- 
ripheral edema, stomatitis, high or prolonged glucose tolerance curves, gly- 
cosuria, elevated spinal fluid proteins, reversed epinephrine effects, 
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Drug Interactions: MAO inhibitors and thiazide diuretics prolong and intensify — 


anticholinergic effects. Combined use of MAO inhibitors and phenothiazines 
may result in hypertension and extrapyramidal reactions. Phenothiazines po- 
tentiate C.N.S. depressant and analgesic effects of narcotics. Phenothiazine 


effects may be potentiated by oral contraceptives, progesterone, reserpine, 
nylidrin HCI. 


Supplied: 'Spansule' capsules — in bottles of 50. Syrup — Each 5 ml. tea- 
spoonful contains trimeprazine tartrate equivalent to 2.5 mg. of trimeprazine 
and alcohol! 5.796, in 4 fl. oz. bottles. Tablets — Each tablet contains 
trimeprazine tartrate equivalent to 2.5 mg. of trimeprazine, in bottles of 100 and 
1000. Tablets and 'Spansule' capsules also available in Single Unit Packages 


(SUP) of 100, intended for institutional use only. 


Smith Kline SFrench Laboratories 
Division of SmithKline Corporation 
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It's the base that delivers the increased effectiveness of hydrocorti- 
sone. The Alphaderm delivery system is stabilized 10% urea in a starch-cell 
matrix, which is suspended with micronized hydrocortisone in a water-in- 
lipid emulsion. This enhances the penetration of hydrocortisone for max- 
imum clinical effectiveness"? and reduces the stinging and burning which 
accompanies other urea-hydrocortisone preparations. 


Effectiveness equal to betamethasone 


- - Lr) Alphaderm 
valerate in atopic eczema 
RESULTS from a controlled, double-blind study' of 36 patients EL beramewasone 


Excellent Good No improvement Excellent Good No improvemeēënt 


in atopic eczema, contact dermatitis, and neurodermatitis 
RESULTS from a controlled, double-blind study’ of 49 patients 


61.296 


Good Fair Deterioration 


Safety of hydrocortisone unaltered 

Because the base increases hydrocortisone penetration, there is no 
need for fluorination. ALPHADERM delivers clinical efficacy without 
altering the safety inherent in the basic hydrocortisone molecule. 


A cream that acts like an ointment 

@ Provides emolliency like an ointment—yet vanishes like a cream. 

m Provides hydration to keep skin soft and supple, relieves xerotic scaly 
conditions. 

@ Paraben and lanolin free. 


Considerable savings 

In most cases, Alphaderm offers greater economy than the fluorinated 
steroids: 30 gm of Alphaderm cost approximately 33% less than an 
equivalent amount of betamethasone valerate O.196* 


 *See id eine information Sears | Norwich-Eaton Pharmaceuticals 


2c | neci. CA 3 x | Division of Morton-Norwich Products, Inc 
- *Drug Topics Redbook, 1978 | . Norwich, New York 13815 
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Alphaderm 


% hydrocortisone 


DESCRIPTION: Contains hydrocortisone 1% in 
a powderin-cream base incorporating a hyper- 
molar solution cf urea (carbamide), purified water, 
sorbitol, polyoxyethylene fatty glyceride, starch, 
white petrolatum, triglycerides of saturated fatty 
acids, isopropyl myristate and sorbitan mono- 
laurate. The near neutral pH of the formulation is 
made possible by the stabilized delivery system in 
which urea is absorbed by a polysaccharide 
powder matrix. Alphaderm Cream is hypoaller- 
genic and contains no parabens or lanolin 


INDICATIONS: For relief of the inflammatory 
manifestations of corticosteroid-responsive der- 
matoses. 


CONTRAINDICATIONS: Topical steroids are 
contraindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparation 


PRECAUTIONS: If irritation develops, the prod- 
uct should be discontinued and appropriate ther- 
apy instituted. 

in the presence of an infection, the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. 

If extensive areas are treated or if the occlusive 
technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suitable 
precautions should be taken, particularly in chil- 
dren and infants. 

Although topical steroids have not been 
reported to have an adverse effect on human 
pregnancy, the safety of their use in pregnant 
women has not absolutely been established. In 
laboratory animals, increases in incidence of fetal 
abnormalities have been associated with expo- 
sure of gestating females to topical corticoste- 
roids, in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used 
extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 

The product is not for ophthalmic use. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with topi- 
cal corticosteroids, especially under occlusive 
dressings: 

is Dd 2. itching; 3. irritation; 4. dryness; 5. 
folliculitis; 6. hypertrichosis; 7. acneiform erup- 
tions; 8. hypopigmentation; 9. perioral dermatitis; 
10. allergic contact dermatitis; 11. maceration of 
the skin; 12. secondary infection; 13. skin atrophy; 
14. striae; 15. miliaria. 


DOSAGE AND ADMINISTRATION: Apply à 
small quantity of Alphaderm Cream to affected 
areas twice daily. Because it has a near neutral pH, 
Alphaderm Cream may be rubbed in well with 
minimal incidence of irritation or stinging even 
when applied to abrasions or to areas of broken 
skin. 


HOW SUPPLIED: Alphaderm Cream is avail- 
able in tubes of 30 and 100 g. 


REFERENCES: 1. Almeyda J, Burt BW: Br J 
Dermatol 91:579-583, 1974. 2. Jacoby RH, Gilkes 
JJ: Curr Med Res Opin 2:474-481, 1974. 3. Kahn 
SA: Accepted for publication in Practitioner. 4. 
Kahn SA, Williamson DM: Curr Med Res Opin 
5:354-358, 1978. 5. Ayres PJ, Hooper G: Br. J 
Dermatol (to be published) 6. Feldman RJ, Mai- 
bach HI: Arch Dermatol 109:58-59, 1974. 7. Ayres 
PJ, in Marks R, Dykes PJ (eds): The Ichthyoses, 
Spectrum, 1978. 


Norwich-Eaton Pharmaceuticals 


Division of Morton-Norwich Products, Inc 9 
Norwich, New York 13815 
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The Official AMA 
Uniform Health Insurance 
Claim Form 





Accepted by Medicare, Commercial Carriers, many Blue Shield 
Plans, and many states for Medicaid. 


Developed by the AMA in cooperation with carriers, government 
agencies, and other groups, this form is the most current and 

most widely used claim reporting form available. It significantly 
reduces the time and cost of claims reporting. Note: A number of 
private firms are marketing an outdated, more expensive version of 
this form. To be certain you are using the most current and 
acceptable form to third party insurers, we encourage you to use 
the official AMA form. Order today. 
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TINEA PEDIS* TINEA UNGUIUM* TINEA CRURIS* TINEA CAPITIS* 


*Also Tinea barbae and Tinea corporis when caused by fungi from 
genera known to be sensitive to griseofulvin 


. Grir-PEG 
griseofulvin ultramicrosize 
Tablets 125 mg 


offers effective therapy 
with 1/2 the dose: 


d Can be taken on an empty stomach 


* Absorption nearly complete without 
fatty meals 


* Reduced cost for patients 


* Once-a-day or b.i.d. dosage 


1250 mg of Gris-PEG" provides plasma levels 
equivalent to those obtained with 500 mg " 
microsize griseofulvin. This improved 
absorption permits the oral intake of 
half as much griseofulvin but there 
is NO evidence, at this time, that 
this confers any significant 
Clinical difference in regáârd 
to safety or efficacy 


Division of Sandoz. inc 
LINCOLN, NEBRASKA 68501 


Please see other side lor full prescribing information. 
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. Gri, PEG 
(griseofulvin 
ultramicrosize) Tablets 
125 mg 


The '7 dose griseofulvin. 


DESCRIPTION 
Griseofulvin is an antibiotic derived 
from a species of Penicillium. 


Gris-PEG is an ultramicrocrystalline 
solid-state dispersion of griseofulvin in 
polyethylene glycol 6000. 


Gris-PEG Tablets differ from griseoful- 
vin (microsize) tablets USP in that each 
tablet contains 125 mg of ultrami- 
crosize griseofulvin biologically equiv- 
alent to 250 mg of microsize 
griseofulvin. 


ACTION 

Microbiology: Griseofulvin is fungistat- 
ic with in vitro activity against various 
species of Microsporum, Epider- 
mophyton and Trichophyton. It has no 
effect on bacteria or other genera of 
fungi. 


Human Pharmacology: The peak 
plasma level found in fasting adults 
given 0.25 g of Gris-PEG occurs at 
about four hours and ranges between 
0.37 to 1.6 mcg/ml. 


Comparable studies with microsize 
griseofulvin indicated that the peak 
plasma level found in fasting adults 
given 0.5 g occurs at about four hours 
and ranges between 0.44 to 1.2 mcg/ml. 


Thus, the efficiency of gastrointestinal 
absorption of the ultramicrocrystalline 
formulation of Gris-PEG is approxi- 
mately twice that of conventional mi- 
crosized griseofulvin. This factor per- 
mits the oral intake of half as much 
griseofulvin per tablet but there is no 
evidence, at this time, that this confers 
any significant clinical differences in re- 
gard to safety and efficacy. 


Griseofulvin is deposited in the keratin 
precursor cells and has a greater affinity 
for diseased tissue. The drug is tightly 
bound to the new keratin which be- 
comes highly resistant to fungal inva- 
sions. 


INDICATIONS 

Gris-PEG (griseofulvin ultramicrosize) is 
indicated for the treatment of the follow- 
ing ringworm infections: 


Tinea corporis (ringworm of the body) 
Tinea pedis (athlete's foot) 

Tinea cruris (ringworm of the thigh) 
Tinea barbae (barber's itch) 

Tinea capitis (ringworm of the scalp) 
Tinea unguium (onychomycosis, 
ringworm of the nails) 


when caused by one or more of the fol- 
lowing genera of fungi: 


Trichophyton rubrum 
Trichophyton tonsurans 
Trichophyton mentagrophytes 
Trichophyton interdigitalis 
Trichophyton verrucosum 
Trichophyton megnini 
Trichophyton gallinae 
Trichophyton crateriform 
Trichophyton sulphureum 
Trichophyton schoenleini 
Microsporum audouini 


THE PLASMA LEVELS OF Gris-PEG 
AND MICROSIZE GRISEOFULVIN COMPARED 


SINGLE DOSE STUDY 


No statistically significant 
difterence between these curves. 


250 mg Gris-PEG (griseofulvin ultramicrosize) 
* (2 x 125 mg tablets) 


* 500 mg griseofulvin (microsize) tablets 
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HOURS 
Based on a single dose double-blind bioavailabil- 
ity study conducted in 24 human volunteers com- 
paring the average griseofulvin (microsize) and 
Gris-PEG plasma levels. There is no significant 
difference between peak plasma levels, times to 
peak, and areas under the curve. Gas chromato- 


THE PLASMA LEVELS OF Gris-PEG 
AND MICROSIZE GRISEOFULVIN COMPARED 


MULTIPLE DOSE STUDY 


No statistically significam 
dillerence between these curves 
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250 mg Gris-PEG (griseolulvin ultramicrosize ) 
(2 x 125 mg tablets) b.i.d. 
* 500 mg griseofulvin (microsize) tablets bid 


HOURS 
Based on a double-blind multiple dose steady 


state crossover bioavailability study conducted in 
17 human volunteers comparing the average 
griseofulvin (microsize) and Gris-PEG plasma 
levels obtained on days 9, 11 and 13. There is no 


graphic assay. 


Microsporum canis 
Microsporum gypseum 
Epidermophyton floccosum 


NOTE: Prior to therapy. the type of 
fungi responsible for the infection 
should be identified. 


The use of the drug is not justified in 
minor or trivial infections which will re- 
spond to topical agents alone. 


Griseofulvin is NOT effective in the fol- 
lowing: 

Bacterial infections 
Candidiasis (Moniliasis) 
Histoplasmosis 

Actinomycosis 

Sporotrichosis 
Chromoblastomycosis 
Coccidioidomycosis 

North American Blastomycosis 
Cryptococcosis (Torulosis) 
Tinea versicolor 

Nocardiosis 


CONTRAINDICATIONS 

This drugis contraindicated in patients 
with porphyria, hepatocellular failure, 
and in individuals with a history of sen- 
sitivity to griseofulvin. 

WARNINGS 

Prophylactic Usage: Safety and Effi- 
cacy of Griseofulvin for Prophylaxis of 
Fungal Infections Has Not Been Estab- 
lished. 


Animal Toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 0.5 
to2.5% of the diet, resulted in the de- 
velopment of liver tumors in several 
strains of mice, particularly in males. 
Smaller particle sizes result in an en- 
hanced effect. Lower oral dosage 
levels have not been tested. Sub- 
cutaneous administration of relatively 
small doses of griseofulvin, once a 
week, during the first three weeks of 
life has also been reported to induce 
hepatomata in mice. Although studies 
in other animal species have not 
yielded evidence of tumorigenicity, 
these studies were not of adequate de- 
sign to form a basis for conclusions in 
this regard. 


In subacute toxicity studies, orally ad- 
ministered griseofulvin produced 
hepatocellular necrosis in mice, but 
this has not been seen in other species. 
Disturbances in porphyrin metabolism 
have been reported in griseofulvin 
treated laboratory animals. Griseoful- 
vin has been reported to have a 
colchicine-like effect on mitosis and 
cocarcinogenicity with methylcholan- 
threne in cutaneous tumor induction in 
laboratory animals. 


Usage in Pregnancy: The safety of this 
drug during pregnancy has not been 
established. 


Animal Reproduction Studies: It has 
been reported in the literature that 
griseofulvin was found to be em- 
bryotoxic and teratogenic on oral ad- 





ministration to pregnant rats. Pups 
with abnormalities have been reported 
in the litters of a few bitches treated 
with griseofulvin. Additional animal 
reproduction studies are in progress. 
Suppression of spermatogenesis has 
been reported to occur in rats, but in- 
vestigation in man failed to confirm 
this. 


PRECAUTIONS 

Patients on prolonged therapy with any 
potent medication should be under 
close observation. Periodic monitor- 
ing of organ system function, including 
renal, hepatic and hematopoietic, 
should be done. 


Since griseofulvin is derived from 
species of Penicillium, the possibility 
Of cross sensitivity with penicillin 
exists; however, known penicillin- 
sensitive patients have been treated 
without difficulty. 


Since a photosensitivity reaction is oc- 
casionally associated with griseofulvin 
therapy, patients should be warned to 
avoid exposure to intense natural or 
artificial sunlight. Should a photosen- 
Sitivity reaction occur, lupus ery- 
thematosus may be aggravated. 


Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that 
patients receiving these drugs con- 
comitantly may require dosage ad- 
justment of the anticoagulant during 
and after griseofulvin therapy. 


Barbiturates usually depress gris- 
eofulvin activity and concomitant ad- 
ministration may require a dosage ad- 
justment of the antifungal agent. 


ADVERSE REACTIONS 

When adverse reactions occur, they 
are most commonly of the hypersen- 
sitivity type such as skin rashes, ur- 
ticaria, and rarely, angioneurotic 
edema, and may necessitate with- 
drawal of therapy and appropriate 
countermeasures. Paresthesias of the 
hands and feet have been reported 
rarely after extended therapy. Other 
side effects reported occasionally are 
oral thrush, nausea, vomiting, epigas- 
tric distress, diarrhea, headache, 
fatigue, dizziness, insomnia, mental 
confusion, and impairment of perfor- 
mance of routine activities. 


Proteinuria and leukopenia have been 
reported rarely. Administration of the 
drug should be discontinued if 
granulocytopenia occurs. 


When rare, serious reactions occur 
with griseofulvin, they are usually as- 
sociated with high dosages, long 
periods of therapy, or both. 


DOSAGE AND ADMINISTRATION 

Accurate diagnosis of the infecting or- 
ganism is essential. Identification 
should be made either by direct mi- 
croscopic examination of a mounting 
of infected tissue in a solution of potas- 
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Division of Sandoz, Inc. * LINCOLN, NEBRASKA 68501 


significant difference between times to peak, peak 
plasma levels, and areas under the curve. Gas 
chromatographic assay. 





sium hydroxide or by a culture on an 
appropriate medium. 


Medication must be continued until 
the infecting organism is completely 
eradicated as indicated by appropriate 
clinical or laboratory examination. 
Representative treatment periods 
are—tinea capitis, 4 to 6 weeks; tinea 
corporis, 2 to 4 weeks; tinea pedis, 4 to 
8 weeks; tinea unguium —depending 
on rate of growth —fingernails, at least 
4 months; toenails, at least 6 months. 


General measures in regard to hygiene 
should be observed to control sources 
of infection or reinfection. Concomit- 
ant use of appropriate topical agents is 
usually required particularly in treat- 
ment of tinea pedis. In some forms of 
athlete's foot, yeasts and bacteria may 
be involved as weil as fungi. Griseoful- 
vin will not eradicate the bacterial or 
monilial infection. 


An oral dose of 250 mg of Gris-PEG 
(griseofulvin ultramicrosize) is biolog- 
ically equivalent to 500 mg of 
griseofulvin (microsized) USP (see 
ACTION Human Pharmacology). 


Adults: A daily dose of 250 mg will give 
a satisfactory response in most pa- 
tients with tinea corporis, tinea cruris 
and tinea capitis. One 125 mg tablet 
twice per day or two 125 mg tablets 
once per day is the usual dosage. For 
those fungal infections more difficult 
to eradicate such as tinea pedis and 
tinea unguium, a divided daily dose of 
500 mg is recommended. In ali cases, 
the dosage should be individualized. 


Children: Approximately 5 mg per 
kilogram (2.5 mg per pound) of body 
weight per day is an effective dose for 
most children. On this basis the follow- 
ing dosage schedule for children is 
suggested: Children weighing over 25 
kilograms (approximately 50 pounds) 
125 mg to 250 mg daily; children weigh- 
ing 15-25 kilograms (approximately 30 
to 50 pounds) 62.5 mg to 125 mg daily; 
children 2 years of age and younger, 
dosage has not been established. 


Dosage should be individualized, as is 
done for adults. Clinical experience 
with griseofulvin in children with tinea 
capitis indicates that a single daily 
dose is effective. Clinical relapse will 
occur if the medication is not con- 
tinued until the infecting organism is 
eradicated. 


HOW SUPPLIED 

Gris-PEG (griseofulvin ultramicrosize) 
Tablets (white) differ from griseofulvin 
microsized tablets (USP) in that each 
tablet contains 125 mg of ultrami- 
crosize griseofulvin, biologically equiv- 
alent to 250 mg of microsized 
griseofulvin. Two 125 mg tablets of 
Gris-PEG are biologically equivalent to 
500 mg of microsized griseofulvin. In 
bottles of 100 and 500 scored, film- 
coated tablets. 
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Multiple Actinic Keratoses... 


^o topical Cream 





‘the conservative medical approach? 


Fluoroplex? A medical alternative to Just as effective as higher dosage forms 
rgery. T he only topical 5-FU available in Reveals preclinical lesions: 
NV 175 dosage forms M Cream and Solution l. Simmonds, W.L. Read before the North American Clinical Dermatologic Society, 


Athens, Greece, 1975, quoted in Skin and Allergy News 6:3 (Aug) 1975. 


th paraben free). Hodier Labordai 


Dermatology Division of 
Allergan Pharmaceuticals, Inc 


The treatment of choice for facial lesions. irvine California 92713, U.S. 


YROPLEX® (fluorouracil) 1% Topical Solution and 1% Topical Cream. DESCRIPTION: Fluoroplex” (fluorouracil) 1% Topical Cream is a stable, standardized cream formulation of fluoroura 
emulsion base with the following formula: fluorouracil ...1.0%, with: benzyl alcohol (0.5%), ethoxylated stearyl alcohol, mineral oil, isopropyl myristate, sodium hydroxide, and purified wat 
oplex (fluorouracil) 1% Topical Solution is a stable, standardized solution of fluorouracil in a clear propylene glycol base with the following formula: fluorouracil ...1.0%, with: propylene glyc 
m hydroxide-hydrochloric acid to adjust to pH9, and purified water. Fluorouracil is a modified pyrimidine similar to uracil and thymine, with whose metabolism it competes. It is a white cr) 
e substance with a melting point of 283+2°C., an empirical formula of CsH3FN2O2 and a molecular weight of 130.08. It has a characteristic ultraviolet absorption maximum of 2662-1 mi 
ins in 0.IN HCl. INDICATIONS: Fluoroplex (fluorouracil) 1% Topical Solution and Fluoroplex (fluorouracil) 1% Topical Cream are indicated for the topical treatment of multiple actinic (soli 
oses. CONTRAINDICATIONS: Should not be used in patients with known hypersensitivity to any of the components of the drug. WARNINGS: 1) If an occlusive dressing is used, there m 
| increase in the incidence of inflammatory reactions to the adjacent normal skin. 2) The patient should avoid prolonged exposure to sunlight or other forms of ultraviolet irradiation duri 
nent with Fluoroplex as the intensity of the reaction may be increased. Use in Pregnancy: Safety for use in pregnancy has not been established. PRECAUTIONS: The medication should 
ed with care near the eyes, nose and mouth. Excessive reaction in these areas may occur due to irritation from accumulation of drug. To rule out the presence of a frank neoplasm, a biop 
d be made of those areas failing to respond to treatment or recurring after treatment. ADVERSE REACTIONS: Pain, pruritus, burning, irritation, inflammation, dermatitis and telangiecta: 
been reported. Occasionally, hyperpigmentation and scarring have also been reported. DOSAGE AND ADMINISTRATION: The patient should be instructed to apply sufficient medication 
-the entire face or other affected areas. Apply medication twice daily with non-metallic applicator or fingertips and wash hands afterwards. A treatment period of 2-6 weeks is usually requiri 
asing frequency of application and a longer period of administration with Fluoroplex* may be required on areas other than the head and neck. When Fluoroplex is applied to keratotic skin 
inse occurs with the following sequence: erythema, usually followed by scaling, tenderness, erosion, ulceration, necrosis and re-epithelization. When the inflammatory reaction reaches the e 
necrosis and ulceration stage, the use of the drug should be terminated. Responses may sometimes occur in areas which appear clinically normal. These may be sites of subclinical actinic (soli 
oses which the medication is affecting. HOW SUPPLIED: Fluoroplex (fluorouracil) 1% Topical Solution is available in 30 ml plastic dropper bottles. On prescription only. Fluoroplex (fluorourac 
opical Cream is available in 30 gm tubes. On prescription only. Avoid freezing. Store at controlled room temperature (59?- 86? F). 
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A NEW HIGH-POTENCY TOPICAL STEROID 
IN SATURATED SOLUTION'—NOT A SUSPENSION— 
FOR ENHANCED PENETRATION TO THE LESION | 
Optimized Florone 
Effective in psoriasis and eczematous dermatoses vehicles enhance steroid 
Both Florone Ointment and Florone Cream have been penetration to the lesion 
extensively studied at varying daily dosage applications and FEL OR velicar dd 
have been shown equieffective to other topical corticoste- optimized; that is, Florone 
roids in psoriasis and most eczematous dermatoses includ- IS shone jm M asa 1 
ing atopic dermatitis, neurodermatitis, contact dermatitis, aue SONS. 1 


nummular dermatitis, and seborrhea. 


Why steroid-responsive dermatoses 

respond to Florone 

The intrinsic anti-inflammatory potency of Florone, a new 
fluorinated steroid, is unsurpassed by any topical cortico- 
steroid now available. Penetration of this potent and lipo- 
philic steroid to the lesion is enhanced because the Florone 
delivery systems have been optimized. 


Free of parabens 
Both Florone Ointment and Florone Cream formulations are 
free of potentially sensitizing parabens. 

systemic absorption is normally not a clinical problem. If 
extensive areas are to be treated, precautions should be 
taken, since increased systemic absorption may occur. 


Florone Ointment: 15 and 30 gram tubes 
A highly lubricating formulation recommended for dry 
and scaly lesions. 


Florone Cream: 15 and 30 gram tubes 
Hecommended for moist lesions or moist body areas. 


“The clinical significance of topical steroid formulations 
in saturated solutions has not been ascertained. 


Please see next page for brief summary 
of prescribing information. 









The nature ot the solvents 

in both Florone 1 
formulations, and the fact 

that Florone is available 
in saturated solutions—— 








(a) eliminates the 
penetration barrier of 
dissolving drug in the 
vehicle 





(b) enhances the release 
of Florone from the vehicle 
to the skin 





(c) enhances the rate 
of diffusion of Florone into 
the skin 


© 1978 The Upjohn Company 





a dosage choice - 
for common 
Steroid-responsive 
dermatoses 





ditrasone. dedo 005% 


ndications 
Topically as adjunctive therapy for inflammation in 
steroid-responsive dermatoses. 





C ontraindications 
- Contraindicated in vaccinia, varicella, and those patients 
» with hypersensitivity to any of the components. 






















Precautions 
f irritation develops, discontinue and treat appropriately. If 


-withhold steroid until infection is controlled. If extensive 
areas are treated, take precautions against systemic 
absorption. Do not use extensively, in large amounts, or 
or prolonged periods in pregnant women. Not for oph- 
halmic use. 


Occlusive dressing increases percutaneous absorption; 
extensive use may cause systemic effects. If large areas 
are treated, use sequentially and observe patient closely. 
May cause steroid withdrawal. Discontinue if body tem- 
perature rises, sensitivity reaction or infection develops. 


Adverse Reactions 
Burning, itching, irritation, striae, skin atrophy, secondary 
nfection, ‘dryness, folliculitis, hypertrichosis, acneform 
'ruptions, and hypopigmentation. With occlusive dress- 
is; maceration of the skin, secondary infection, skin 
ophy, striae, and miliaria. 


Dosage and Administration 
intment: Apply one to three times daily. 
Cream: Apply two to four times daily. — 


How Supplied 

Ointment or Cream 0.0596 in 15 and 30 gm tubes. 
CAUTION: Federal law prohibits dispensing without pre- 
cription. 
MED B-1-S 
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Upjohn 
e Upjohn Company 
Kalamazoo, Michigan 49001 


infection is present, use with appropriate therapy or - 
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lonil® and lonil* T antisebor-- 
rheic shampoos possess a 
distinction uncommon 
among other shampoos: 
dual cleansing. Most sham- 
poos emulsify excess oil from 
the hair and scalp. lonil® and 
lonil* T go one step further 
by emulsifying and dissolv- 
ing oily secretions. The 
cationic conditioner gives 
hair manageability and helps 
control static flyaway while 
the Owentar™ in lonil" T 
provides relief for itchy scalp. 
The lonil® shampoos have a 
non-irritating, nonionic base 
and are gentle enough to 
use every day! 


Division of Alcon Laboratories, Inc. 


Owen 


Owen Laboratories, Dallas, Texas 75234 
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DESCRIPTION 
Westcort Cream contains hydrocortiso”¢ 
valerate, an active, non-fluorinate~ester of the 
corticosteroid hydrocortisone. It has the 
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118, 21-dihydroxy-17a-valeryloxy-4-pregnene- 
3, 20-dione 
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Each gram of Westcort Cream contains 2.0 mg 
hydrocortisone valerate in a hydrophilic base 
composed of white petrolatum, stearyl alcohol, 
propylene glycol, amphoteric-6, carbomer 940, 
sodium phosphate, sodium lauryl sulfate, sorbic 
acid (as preservative) and water 


ACTIONS 

Westcort (hydrocortisone valerate) Cream is 
effective primarily because of its anti- 
inflammatory. anti-pruritic, and vasoconstrictive 
actions 


INDICATIONS 

Westcort Cream is intended for the relief of the 
inflammatory manifestations of corticosteroid 
responsive dermatoses 


CONTRAINDICATIONS 

Topical steroids are contraindicated in viral 
diseases of the skin, such as vaccinia and 
vāricella. Topical steroids are contraindicated 
in those patients with a history of hypersensi- 
tivity to any of the components of the prepara- 
tion. Westcort Cream is not for ophthalmic use 


PRECAUTIONS 

If irritation develops, use of the product should 
be discontinued and appropriate therapy 
instituted 
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in the presence of infection, an appropriate 
antifungal! or antibacterial agent should be 
administered concomitantly. If a favorable 
response does not occur promptly, the steroid 
should be discontinued until the infection has 
been adequately controlled 


If extensive areas are treated, or if occlusive 
dressings are used, the possibility exists of 
increased systemic absorption of the steroid, 
and suitable precautions should be taken 


Although topical steroids have not been 
reported to have an adverse effect on the fetus, 
the safety of their use during pregnancy has not 
been definitely established. Therefore, they 
should not be used extensively, in large 
amounts, or for prolonged periods of time on 
pregnant patients. 


ADVERSE REACTIONS 

The following local adverse reactions have 
been reported with the use of topical 
corticosteroids: burning sensations, itching, 
irritation, dryness, folliculitis, secondary infec- 
tion, skin atrophy, striae, hypertrichosis, 
acneiform eruptions, and hypopigmentation. 


If occlusion is used, it should be noted that the 
following side effects have been reported with 
topical steroids used in this manner: maceration 
of the skin, secondary infection, skin atrophy, 
striae, and miliaria 


DOSAGE AND ADMINISTRATION 
A small amount should be massaged gently into 
the affected areas 2 to 3 times daily, as needed 


HOW SUPPLIED 

Westcort (hydrocortisone valerate) Cream, 0.2% 
is supplied in 15 g., NDC 0072-8100-15; 45 g.. 
NDC 0072-8100-45; and 60 g., NDC 0072- 
8100-60 tubes 
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Each gram contains: Aerosporin® brand Polymyxin B 
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sulfate 5 mg (equivalent to 3.5 mg neomycin base); 
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and 1/32 oz (approx. foil packets. 


WARNING: Because of the potential hazard of nephro- 
toxicity and ototoxicity due to neomycin, care should be 
exercised when using this product in treating extensive 
burns, trophic ulceration and other extensive conditions 
where absorption of neomycin is possible. In burns 
where more than 20 percent of the body surface is 


affected, especially if the patient has impaired renal 
function or is receiving other aminoglycoside anti- 
biotics concurrently, not more than one application a 
day is recommended. 


When using neomycin-containing products to control 
secondary infection in the chronic dermatoses, 

it should be borne in mind that the skin is 

more liable to become sensitized to many substances, 
including neomycin. The manifestation of sensitization to 
neomycin is usually a low grade reddening with swelling, 
dry scaling and itching; it may be manifest simply as 
failure to heal. During long-term use of neomycin- 
containing products, periodic examination for such 
signs is advisable and the patient should be told to 
discontinue the product if they are observed. These 
symptoms regress quickly on withdrawing the medica- 
tion. Neomycin-containing applications should be 
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PRECAUTIONS: As with other antibacterial preparations, 
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allergic to neomycin. Ototoxicity and nephrotoxicity 
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Brief Summary. Consult the package literature for prescribing information. 
Description: Cordran is a potent corticosteroid intended for topical use. 

Each gm of Cream Cordran SP contains 0.5 mg (0.05 percent) or 0.25 
mg (0.025 percent) flurandrenolide in an emulsified base composed of 
stearic acid, cetyl alcohol, mineral oil, polyoxyl! 40 stearate, propylene 
glycol, sodium citrate, citric acid, and purified water. 

Actions: Cordran is primarily effective because of its anti-inflammatory, 
antipruritic, and vasoconstrictive actions. 

indications: For relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. 

Contraindications: Topical corticosteroids are contraindicated in patients 
with a history of hypersensitivity to any of the components of these 
preparations. 

Precautions: If irritation develops, the product should be discontinued 
and appropriate therapy instituted. 

In the presence of an infection, an appropriate antifungal or 
antibacterial agent should be used. If a favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infection 
has been adequately controlled. 

if extensive areas are treated or if the occlusive technique is used, 
there will be increased systemic absorption of the corticosteroid, and 
suitable precautions should be taken, particularly in children and infants. 

Although topical corticosteroids have not been reported to have an 


*Clinical significance undetermined. 


adverse effect on human pregnancy, the safety of their use on pregnant 
women has not been absolutely established. In laboratory animals, 
increases in incidence of fetal abnormalities have been associated with 
exposure of gestating females to topical corticosteroids, in some cases at 
rather low dosage levels. Therefore, drugs of this class should not be used 
extensively, in large amounts, or for prolonged periods of time on 
pregnant patients. 

This product is not for ophthalmic use. 

Adverse Reactions: The following local adverse reactions have been 
reported with topical corticosteroid formulations: acneform eruptions, 
allergic contact dermatitis, burning, dryness, folliculitis, hypertrichosis, 
hypopigmentation, irritation, itching, perioral dermatitis. 

The following may occur more frequently with occlusive dressings: 
maceration of the skin, miliaria, secondary infection, skin atrophy, striae. 
Administration and Dosage: For moist lesions, a small quantity of the 
cream should be rubbed gently into the affected areas two or three 


times a day. [071078] 


Additional information available to the profession on request. 
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When cleanliness requires 
more than soap— 


in the hospital, office or home 


BETADINE Skin Cleanser 





Degerms as it cleanses 


(For routine handwashing— 
for physicians and nurses in the 
hospital and office— hospital 
personnel and patients— for 
those caring for infants and the 
sick at home. 


(For skin degerming— 

in patients with common 
pathogens, including Staph. 
aureus —postoperative skin care in the hospital and 
home—in skin infections—for general hygiene, 
when skin degerming is indicated. 





ln infected acne pimples—when it is important 
to prevent autoinoculation of new sites. 

To degerm face, hands and body with 
prompt, broad-spectrum microbicidal action— 
BETADINE Skin Cleanser cleanses thoroughly and 
gently with a rich golden lather— virtually 
nonirritating* to skin and mucosa— nonstaining to 
skin and natural fabrics. 

supplied in 4 fl. oz. plastic bottles. 


*In the rare instance of local irritation or sensitivity, discontinue use by 
the individual. 


Purdue Frederick 


€ Copyright 1978, The Purdue Frederick Company/Norwalk, CT 06856 
A9035 202078 
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New 4th Edition! 


DERMATOLOGY: 
Diagnosis and Treatment 
of Cutaneous Disorders. 


This classic, authoritative reference is thoroughly 
updated to reflect the most current modes of treatment and 
diagnosis. It is conveniently divided into three sections, the 
first of which offers important guidelines for regional 
diagnosis and history, and examination of the patient. Part II 
divides dermatologic disorders into general categories 
(inflammation, atrophies, neoplasms, etc.), then discusses 
each disorder according to frequency of occurrence. The 
final section is organized according to specific disease 


entities, emphasizing the natural ee ee ee ee i oe 


course and treatment of diseases. Over 


300 illustrations, including 62 in color, l| Mail this coupon today and you'll have 30 
days to evaluate your selections. 


highlight this new edition. 
By William D. Stewart, M.D., 


A New Book! 


ALLERGY: 
Principles and Practice 


More than 100 recognized authorities join forces in this 
new, two-volume presentation — the most clinically- 
oriented, comprehensive resource available on allergy. The 
first of two major sections offers a cogent review of basic 
science principles. It not only explores important 
immunological developments of the past decade, but also 
examines equally pertinent new information on physiology 
and pharmacology. You’ll appreciate incisive clinical 
investigations of many specific disease entities in part two. 
Throughout this section, discussions emphasize pharma- 
cologic management of allergic 
disorders, and provide extensive 
information on the rationale for proper 
use of drugs in treatment of asthma, 
rhinitis, urticaria, atopic dermatitis, and 


F.R.C.P.; Julius L. Danto, M.D.; and 
Stuart Maddin, M.D. December, 1978. 
Approx. 608 pages. 300illustrations plus 
62 color plates. About $32.50. 
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authors, the address to which requests for reprints should be sent, 
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halftone artwork with labels is submitted, affix type and leaders 
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surface if the artwork consists only of line ink technique. 
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This remarkable text and atlas is truly a signal contribution 
to the literature of pathology and dermatology. There is 
nothing quite like it and there isn’t likely to be for a long 
time to come. 


Histologic Diagnosis of Inflammatory Skin Diseases weds 
the gross and microscopic features of skin diseases and simul- 
taneously provides a logical, systematic, and reproducible 
method of histological diagnosis. It provides clear instruc- 
tions on how to diagnose lesions that are often difficult to 
diagnose, even for readers who have limited knowledge of 
general pathology or dermatology. Doctor Ackerman’s con- 
cern is with inflammatory skin diseases because as a group 
these conditions pose the greatest diagnostic difficulty, and 
have hitherto not been presented in a comprehensive or dis- 
criminating fashion. 


The book differs from other works by a special didactic de- 
vice of examining histologic sections by scanning magnifi- 
cation according to a schema of nine sharply defined patterns 
that lead to either precise diagnosis, or to meaningful dif- 
ferential diagnosis. The crucial characteristics for histological 
diagnosis of many inflammatory skin diseases have been re- 
corded in outline form. Salient diagnostic features are further 
emphasized by photomicrographic and schematic illustra- 
tions. Clinical findings are explained in terms of histologic 
findings. The writing is crystal clear. The larger than usual 
type is easy to read. This beautifully designed book must be 
seen and read to appreciate its full value. We are sure you 
will find it of great and lasting worth. 


Plan to examine this book at our Booth 801, American 
Academy of Dermatology meeting in San Francisco, Calif- 
ornia on December 4-6, 1978. 


About 1000 pages (9 x 12) 
Numerous Illustrations (some color plates) 
and Photomicrographs 
September, 1978 
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For Skin That Needs Your Special Skills... 
Neutrogena...  . m 
for exceptional patient compliance* ES 


Foroilyor | 
acne-plagued skin 


Neutrogena® Acn 


Neutrogena® Acne-Drying Gel 


And for all sensitive skin... 
Neutrogena® Soap is a safe, mild cleansing adjunct 
to virtually any treatment regimen ** 
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**Available as unscented formulas. 








Computers 
300 mevcicine 


the publication that tells you how 
physicians have put computers to 
work -- in practical, valuable ways 


This bi-monthly publication reports 
on ways computer potential has 
been harnessed and used Clinically 
and administratively in private 
practice, clinics, hospitals, and 
medical societies. 

It describes medical-computer 
systems in use now, those still 
in the developmental and 
experimental stages, and tells you 
whom to contact for more details. 

Let COMPUTERS AND MEDICINE 
start bringing you ideas. Order 
a subscription now! $12 for 1 yr.; $20 
for 2 yrs. (U.S. and U.S. Possessions 
only). Send a check or money order 
to Subscriber Services. AMA, 535 N. 
Dearborn St., Chicago, Ill. 60610. 





THE AMERICAN ACADEMY OF FACIAL PLASTIC 
AND RECONSTRUCTIVE SURGERY 


with participating co-sponsors 
The American Society for Dermatologic Surgery 
and 
The American College of Chemosurgery 


presents the 


THIRD INTERNATIONAL SYMPOSIUM ON PLASTIC AND 
RECONSTRUCTIVE SURGERY OF THE HEAD AND NECK 


April 29-May 4, 1979, New Orleans 


The program will present many of the world's foremost specialists in facial plastic and reconstructive surgery. 


Through formal papers, courses, video tapes, films, and other curriculum media, these distinguished sur- 
geons and physicians will share their knowledge, skills and experience in plastic and reconstructive surgery of 
. . -the nose. . . ear. . .oral cavity, tongue and jaws . . . pharynx, larynx, esophagus and trachea. . . face 

. . auricle. . . eyelid and scalp. 
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New penetrating vehicle provides 


Effective tetracycline 


Effectiveness 
made possible by unique 
new penetrating vehicle 


Topicycline's effectiveness is made possible by 
its unique new vehicle that enhances delivery of 
tetracycline to the site of acne lesions in the skin. 
This vehicle consists of n-decyl methyl sulfoxide 
(an analog of DMSO) and sucrose esters in 
aqueous ethanol. In prototype form, it has been 
proven substantially more effective than aqueous 
ethanol in delivering tetracycline into normal 
skin and acne lesions (Fig. 1). 


skin 
Surface 


acne 
lesion 





Fig. 1: Photomicrograph showing tetracycline penetration 
with a prototype Topicycline vehicle. Tetracycline 
fluorescence (yellow) appears throughout the entire lesion. 
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Efficacy demonstrated 
in three controlled 
clinical studies" 


In these controlled studies, 256 patients with 
diagnosed acne vulgaris were randomly assigned 
to one of three treatment groups: Topicycline 
plus a placebo capsule b.i.d.: topically applied 
placebo liquid plus a 250-mg tetracycline 
hydrochloride capsule b.i.d.: or topically applied 
placebo liquid plus a placebo capsule b.i.d. 


No concomitant acne therapy was administered. 


Overall acne severity was evaluated every 2—3 
weeks using a 0-8 point grading scale. Patients 
were considered to have responded to therapy 
if they exhibited improvement of at least one 
grade point relative to the pretreatment grade 
after 12-13 weeks of therapy. 


More than 7 out of 10 patients 
responded to therapy 


© © e 0 o o o 
After 12—13 weeks of therapy, 64 of 85 patients 
(7596) responded to Topicycline therapy, 


whereas 80 of 86 patients (93% ) responded to 
orally administered tetracycline therapy. 











therapy for acne in a 
safer, topical form 


Topicuciing 


tetracycline HO for topical Solution) 


Among patients responding to therapy, 
Topicycline (tetracycline HCI for topical 
solution) was equal to orally administered 
tetracycline in reducing acne severity 

For those patients responding to Topicycline 
therapy, the average reduction in acne severity 
relative to pretreatment grades was 48% as 
compared to 47% for the group treated with 

orally administered tetracycline (Fig. 2). 


Fig. 2: Reduction in acne severity among 
patients responding to therapy 
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The results achieved with either Topicycline or 
orally administered tetracycline were significantly 
better than those obtained with placebo. 


Efficacy further con- 
firmed in seven open 
clinical studies 


In seven open studies in which 300 patients were 
treated with Topicycline, improvement of at least 
one grade point was noted in 244 patients (8140) 
after 13 weeks of therapy. Among those patients 
exhibiting such improvement, an average reduc- 
tion in acne severity of 49% was obtained, 
closely paralleling the 4846 reduction observed 
in the controlled studies. 


Continued improvement 
with longer-term use 


In the 13-week studies noted above, 95 out of the 
300 patients remained on Topicycline therapy 

for 51 weeks, and further significant improvement - 
was noted (Fig. 3). 
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Fig. 3: Reduction in acne severity 
among 95 patients 
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Weeks of therapy on Topicycline 


Available by prescription only 


New penetrating vehicle provides 


Effective tetracycline 





Serum tetracycline levels only 7% as high 
as with orally administered tetracycline 


The serum tetracycline level resulting from Lower potential for systemic side effects 
continuing b.i.d. use of Topicycline is 0.1 ug/ml The kinds of systemic side effects associated with 
or less. By comparison, an orally administered, oral or parenteral administration of tetracyclines 
divided dose of 500 mg of tetracycline hydrochlo- (e.g., various gastrointestinal complaints, vaginitis, 
ride per day results in a serum level of approxi- hematologic abnormalities, manifestations of 
mately 1.5 ug/ml (Fig. 4). systemic hypersensitivity reactions and dental and 


skeletal disorders) have not been observed with 
Topicycline. Because of Topicycline's topical 

form of administration and its resultant low serum 
levels, it is highly unlikely that such side effects will 


Fig. 4: Comparison of serum tetracycline 
levels resulting from treatment with Topicycline 
or orally administered tetracycline 

Orally administered 


tetracycline occur from its use. Among the 733 patients treated 
(250 mg b.i.d.) with Topicycline under normal usage conditions 
1.5 during clinical evaluation, there was one instance 
of severe dermatitis, following prolonged sun 
exposure, which responded to steroid therapy. 
1.0 
Serum 
tetracycline 
levels 
(ug/ml) 
05"  Topicycline 
(applied b.i.d.) 
0.1 „g/ml 
or less 
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safer, topical form 


Topicuciing 


lellacuciné Hoi for topical solution 


Packaged in a convenient 
applicator bottle... 


The active ingredient and vehicle of Topicycline 
are combined by the pharmacist at the time of dis- 
pensing. As dispensed, the bottle contains 70 ml of 
medication—about an 8-week supply for the 
average patient. The bottle’s specially designed 
dual-purpose applicator top contains a premea- 
sured quantity of the active ingredient for consis- 
tently accurate constitution of the product by the 
pharmacist. It also permits the patient to apply 
Topicycline directly to affected areas of the skin. 
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Acceptable 
to patients 


Topicycline was found convenient to use on a b.i.d. 
schedule by an overwhelming majority (95 26 ) of 
patients surveyed in the clinical studies. 

Patients on Topicycline therapy may continue 
their normal use of cosmetics. 

Transient stinging or burning and temporary 
superficial yellowing of the skin in areas of applica- 
tion will occasionally be experienced by most 
patients. However, any superficial yellowing can 
be eliminated by washing, and both of these 
occasional minor side effects were well 
tolerated in the clinical studies. 


References: 1. Blaney, D.J. and Cook, C.H.: Topical 
use of tetracycline in the treatment of acne, Arch. 
Dermatol. 112:971, 1976. 2. Smith, J.G., Jr. et al.: The 
effectiveness of topical and oral tetracycline for acne, 
South. Med. J. 69:695, 1976. 3, Unpublished data on 
file at Procter & Gamble. 4. Frank, S.B.: Topical 
treatment of acne with a tetracycline preparation: 
Results of a multi-group study, Cutis 17:539, 1976. 

5. Wechsler, H.L.: Acne treated with a topical tetra- 
cycline preparation: Results of a one-year multi-group 
study, Int. J. Dermatol. 17:237, 1978. 


Available by prescription only 


New from Procter & Gamble 


Effective 
tetracycline therapy 
for acne in a safer, 
topical form 


T a ig T 


(tetracycline HC! for topical solution) 


Description: 

TOPICYCLINE is a topical preparation containing 2.2 mg of 
tetracycline hydrochloride per ml as the active ingredient, as 
well as 4-epitetracycline hydrochloride and sodium bisulfite 
in a base of 40% ethanol, n-decyl methyl sulfoxide and su- 
crose esters. Each package supplies the patient with 70 ml of 
the medication containing 154 mg of tetracycline hydrochlo- 
ride. In order to maintain an effective concentration of tet- 
racycline hydrochloride, TOPICYCLINE contains sufficient 
4-epitetracycline hydrochloride to maintain an equilibrium 
mixture of the two. Sodium bisulfite is included as a color 
stabilizer. 


Actions (clinical pharmacology): 

TOPICYCLINE delivers tetracycline to the pilosebaceous 
apparatus and the adjacent tissues. In clinical studies, use of 
TOPICYCLINE on the face and neck twice daily delivered 
to the skin an average dose of 2.9 mg of tetracycline hydro- 
chloride per day. 


The serum level of tetracycline resulting from continuing 
twice-daily use of TOPICYCLINE is 0.1 g/ml or less; this 
is the lower limit of detection of the analytical method. By 
comparison, an orally administered divided dose of 500 mg 
of tetracycline hydrochloride per day results in a serum level 
of approximately 1.5 ug/ml. 


Indications: 


TOPICYCLINE is indicated in the treatment of acne vulgaris. 


Contraindications: 

TOPICYCLINE is contraindicated in persons who have 
shown hypersensitivity to any of its ingredients or to any of 
the other tetracyclines. 


Warnings: 

Because the serum level of tetracycline resulting from the 
use of TOPICYCLINE (less than 0.1 ug/ml) is less than 7% 
of that associated with a therapeutic dose of 500 mg/day of 
tetracycline administered orally, liver damage from the use 
of TOPICYCLINE is highly unlikely, even in patients with 
renal impairment. Nevertheless, the warnings associated with 
the use of tetracycline orally should be considered before 
prescribing TOPICYCLINE for patients with renal impair- 
ment. Reproduction studies in rats and rabbits have revealed 


A Product of 
Procter & Gamble Research 








no evidence of impaired fertility or harm to the fetus from 
TOPICYCLINE. There are no data, however, on use of this 
drug in pregnant women. It is not known whether tetracy- 
cline or any other component of TOPICYCLINE. adminis- 
tered in this topical form, is secreted in human milk. As a 
general rule, nursing should not be undertaken while a pa- 
tient is receiving any drug treatment because many drugs are 
excreted in human milk. 


Precautions: 
This drug is for external use only, and care should be taken 
to keep it out of the eyes, nose, and mouth. 


Adverse reactions: 

Among the 733 patients treated with TOPICYCLINE under 
normal usage conditions during clinical evaluation, there was 
one instance of severe dermatitis requiring systemic steroid 
therapy. About one-third of patients are likely to experience 
a stinging or burning sensation upon application of 
TOPICYCLINE. The sensation ordinarily lasts no more than 
a few minutes, and does not occur at every application. 
There has been no indication that patients experience suffi- 
cient discomfort to reduce the frequency of use or to discon- 
tinue use of the product. A slight yellowing of the skin in 
the areas of application can be noticed by most users of 
TOPICYCLINE, particularly by those with light complex- 
ions. This condition is superficial, and the color can be 
eliminated by washing. Treated areas of skin vill also 
fluoresce under an ultraviolet light source. The kinds of side 
effects often associated with oral or parenteral administration 
of tetracyclines (e.g., various gastrointestinal complaints, 
vaginitis, hematologic abnormalities, manifestations of 
systemic hypersensitivity reactions, and dental and skeletal 
disorders) have not been observed with TOPICYCLINE. 
Because of TOPICYCLINE’s topical form of administration 
and its resultant low serum levels, it is highly unlikely that 
such side effects will occur from its use. 


Dosage and administration: 

It is recommended that TOPICYCLINE be applied to the af- 
fected areas twice daily, morning and evening. The medica- 
tion should be applied generously until the skin is thoroughly 
wet. Patients may continue their normal use of cosmetics. 


How supplied: 

TOPICYCLINE is supplied in a single carton containing a 
powder and a liquid which must be mixed together by the 
pharmacist or physician prior to dispensing. The 
TOPICYCLINE bottle contains 70 ml of medication as dis- 
pensed. This constitutes about an eight-week supply for pa- 
tients treating the face and neck, and about a four-week sup- 
ply for patients treating other acne-involved areas in addition 
to the face and neck. Differences in individual usage habits 
will result in variation from these averages. TOPICYCLINE 
should be kept at controlled room temperature or below, 
away from excessive heat. TOPICYCLINE may be kept for 
12 months prior to dispensing. After dispensing, the medica- 
tion should be used by the patient within 2 months. 


Caution: 
Federal law prohibits dispensing without prescription. 


For additional information, write Procter & Gamble, 
Professional Services, P.O. Box 85507, 
Cincinnati, Ohio 45201, or call 513-977-5547. 


September 1978 693-8463 
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.allergic patients is to properly 
identify the offending allergen. 








the in vitro alternative 





Pharmacia 


Pharmacia Diagnostics AB f ' 
Diagnostic 


Uppsala, Sweden 





Argentina Laboratorios Dr. Gador y Cia.. S.A.C.|. Casilla de Correo 4041 1006 BUENOS AIRES. Australia Pharmacia (South Seas) Pty. Ltd. P.O. Box 175 4 Byfield Street NORTH RYL 
N.S.W. 2113. Austria Pharmacia Gesellschaft m.b.H. Rathausplatz 4 A-1010 WIEN. Belgium N.V. Pharmacia Belga S.A. Bld. Gen. Jacqueslaan 26 B-1050 BRUSSELS. Brazil Empré: 
Medimex Importação e Comércio Ltda. Rua Cardoso Marinho, 40 Caixa Postal 33-ZC-00 RIO DE JANEIRO. Canada Pharmacia (Canada) Ltd. 2044 boul. St. Régis Blvd. DORVAL, Québ 
H9P 1H6. Denmark Pharmacia AS, Herredsvejen DK-3400 HILLEROD. Finland Pharmacia OY Norrskensvágen 6, SF-02100 ESBO. France Pharmacia France S.A. Rue de Marly Parly 
F-78150 LE CHESNAY. German Federal Rebublic Deutsche Pharmacia G.m.b.H. Munzinger Strasse 9 Postfach 5480 D-7800 FREIBURG. Great Britain Pharmacia (G.B.) Ltd. Paramot 
House 75 Uxbridge Road LONDON W5 5SS. Greece G.A. Kambanis Imports-Exports-Representations 3 Iridanou Street ATHENS 612. Italy Importex Chimici Farmaceutici S.p.A. P.O. Box 4 
Via Flavia 122/124 |-34100 TRIESTE. Mexico internacional Cientifica S.A. Apartado Postal 2-807 Angel del Campo 17-A MEXICO 12 D.F. The Netherlands Gist-Brocades N.V. Diagnosti 
Dept. P.O. Box 324 Frijdastraat 7-9 RIJSWIJK (Z H) 2109. Norway Norsk Pharmacia A/S Postboks 2005 Grünerlokka OSLO 5. Portugal J.A. Baptista D'Almeida Lda. Apartado 1339 LISBOA 
Spain Atom, Paseo del Monte 34 BARCELONA 12. Sweden Pharmacia Norden AB Diagnostics Dept. Box 159 751 04 UPPSALA 1. Switzerland Pharmacia -pdf- (Schweiz) A.G. 214 Seefe 
strasse CH-8034 ZUERICH. USA Pharmacia Diagnostics Division of Pharmacia Inc. 800 Centennial Avenue PISCATAWAY New Jersey 08854. Other countries Pharmacia Diagnostics | 
Box 17 S-751 03 UPPSALA 1 Sweden. 
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Added versatility 
in dermatology 








Lidex-E 
(fluocinonide) 005% 


The established potency 
of fluocinonide, in a soothing 
emollient base. 





Less drying than a cream, with the 
lubricating qualities of an ointment- 
cosmetically acceptable to patients. 


Especially useful wherever a 
soothing topical steroid is indicated, 
as in atopic dermatitis. 


Available in 15g and 60g tubes. 


Please see following page 
for summary of 
prescribing information 


SYNTEX 





m 


Lide E 


(fluocinonide) 
Cream OO596 


Prescribing Information 


Description LIDEX-E cream 0.0595 con- 
tains the active compound fluocinonide. 
Fluocinonide, which is the 24-acetate ester 
of fluocinolone acetonide, has the 
chemical formula óa, 9-difluoro-448, 16a, 
17, 2^-tetrahydroxypregna-4, 4-diene-3, 
20-dione, cyclic 16, 17- acetal with 
acetone, 21- acetate. 


The cream contains fluocinonide 0.5 
mg./g. in a water-washable aqueous 
emollient base of steary! alcohol, cetyl 
alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, 
citric acid and purified water. 


Actions Topical steroids are primarily ef- 
fective because of their anti-inflammatory, 
antipruritic and vasoconstrictive actions. 


Indications For relief of the inflammatory 
manifestations of corticosteroid-respon- 
sive dermatoses. 


Contraindications Topical steroids are 
contraindicated in vaccinia and varicella. 


Topical steroids are contraindicated in 
those patients with a history of hypersen- 
sitivity to any of the components of the 
preparation. 


Precautions If irritation develops, 

the cream should be discontinued and 
appropriate therapy instituted. 

In the presence of an infection, the use of 
an appropriate antifungal or antibacterial 
agent should be instituted. If a favorable 
response does not occur promptly, the cor- 
ticosteroid cream should be discontinued 
until the infection has been adequately 
controlled. 


If extensive areas are treated, the possibil- 
ity exists of increased systemic absorption 
and suitable precautions should be taken. 
Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use in preg- 
nant females has not absolutely been 
established. Therefore, they should not 

be used extensively on pregnant patients, 
in large amounts or for prolonged periods 
of time. 

This product is not for ophthalmic use. 
Adverse reactions The following local 
adverse reactions have been reported 
with topical corticosteroids: burning sensa- 
tions, itching, irritation, dryness, secondary 
infection, folliculitis, acneform eruptions, 
hypopigmentation, striae, skin atrophy. 
Dosage and Administration A small 
amount should be gently massaged into 
the affected area three or four times daily, 
as needed. 

How Supplied LIDEX*-E (fluocinonide) 
cream 0.05% — 15g. and 60g. tubes. 


SYNTEX LABORATORIES. INC 
PALO ALTO, CALIFORNIA 94304 
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Current Concepts 
in Cancer 
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A valuable guide to diagnostic and therapeutic procedures 
for the cancer patient 


Current Concepts in Cancer 


While national attention focuses on cancer through specialized cancer 
centers, physicians are aware that the majority of cancer patients 
are treated in office practices. For most practicing physicians, can- 
cer treatment is not a research objective, but a very practical prob- 
lem in patient management. 


Current Concepts in Cancer, a compilation of articles originally 
published in the Journal of the American Medical Association, is 
designed to be a guide for the practitioner in the choice of diagnostic 
and therapeutic procedures for many types of malignancies. It pre- 
sents an objective interdisciplinary view by MDs outstanding in their 
respective fields, emphasizing Principles of diagnosis and Surgical, 
radiotherapeutic, and chemotherapeutic treatment. 


Make this important resource a part of your reference file. Order 
your copy today. 

American Medical Association S/J 
535 North Dearborn Street 

Chicago, Illinois 60610 





Please send me copy(ies) of Current Concepts in Cancer 
(OP-281). Price is $10 per copy. Please enclose your remittance 
with order. 


Please Print 
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-< The Corneocyte 
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A high corneo- 
cyte count means 
scaling, flaking and an 
itchy scalp. Unsightly 
and unwanted by your 
dandruff patients. 

Chances are 
they have tried the 
TV-promoted brands 
before consulting you 
about their problem. 

Prescribe Exsel® 
(selenium sulfide) 2.5%. 
Clinically proven the 
most potent dandruff 
shampoo available. It 
gets rid of the unwanted 
corneocyte scales and 
retards their redevelop- 
ment for days* 

And Exsel offers 
one distinct advantage 
over other Rx anti- 
dandruff preparations: 
cosmetic elegance. 
Pleasing, fragrant lime- 
scented Exsel shampoo 
lathers richly, therefore 
assuring greater patient 
acceptability and better 
compliance with your 
instructions. 





Exsel® (selenium sulfide) 2.5% 
Lotion- CONTAINS: selenium sulfide...2.5% 
with: edetate disodium; bentonite; sodium 
linear alkylate sulfonate; alphaolefin sul- 
fonate; glyceryl monoricinoleate; silicone; 
titanium dioxide; citric acid monohydrate; 
sodium phosphate monobasic, mono- 
hydrate; perfume and purified water. 
ACTIONS: The mechanism of action of 
selenium sulfide in seborrheic dermatitis is 
unknown. INDICATIONS: Selenium sulfide is 
indicated in the treatment of seborrheic 
dermatitis of the scalp, including dandruff. 
CONTRAINDICATIONS: The product should 
not be used by patients allergic to any of its 
components. WARNINGS: Safety for use in 
infants has not been established. 
PRECAUTIONS: 1. Chemical conjunctivitis 
may result if this preparation enters the eyes. 
2. The product should be used with caution 
when acute inflammation or exudation is 
present as an increase in absorption may 
occur. ADVERSE REACTIONS: 1. Hair loss 
has been reported with the use of the 
product. 2. Discoloration of the hair may 
follow the use of selenium sulfide. This can 
be minimized by careful rinsing of the hair 
after treatment. 3. Oiliness of the hair and 
scalp may increase following the use of this 
product. 


*Kligman, A.M. et al. Dandruff: It's nature 
and treatment, University of Pennsylvania, 
Department of Dermatology, Duhring 
Laboratories. Paper presented at American 
Academy of Dermatology, San Francisco, 
1975. 


Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 


Irvine, California 92713, U.S.A. 





Count on Exsel. 


(selenium sulfide) 2.576 


QUSS 


Theoralantipruritic - - 
with q12h dosage convenience 
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bfore prescribing, see complete prescribing 
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ndications tion, bladder neck obstruction, patients receiving MAO inhibitors. 

Based on a review of this drug by the National Academy of Sciences— | ^ Do not use in women of childbearing potential. There are reporte m 

National Research Council and/or other information, FDA has classified the jaundice and Dro MMC extrapyramidal symptoms in infants w gt | 
indications as follows: ceived phenothiazines during pregnancy. EFE. 
Effective: For symptomatic relief of pruritic symptoms in urticaria Use with caution in Eon, as oan d - e excitation; 
K . over may pr e hallucinations, convulsions, n death. 

Possibly effective: For relief of pruritic symptoms in neurodermatitis, aller- d doedpe y produce hallucinations, € A SUCUS : 
Jic dermatitis, contact dermatitis, atopic dermatitis, chickenpox, pruritus Elderly patients (60 or older) are more prone to develop the following phenothi- 
ani and vulvae. azine side effects: hypotension, syncope, toxic confusional states, extra- 
h eh "Mp rS pyramidal symptoms (especially parkinsonism), excessive sedation. 

“inal classification of the less-than-effective indications requires further j T» : : 

nvestigation. Precautions: May increase, prolong or intensify sedative action of C.N.S. de- 


pressants (when administered concomitantly, narcotic or barbiturate dosage 
should be reduced to % or 1⁄2); lead to restlessness and motor hyperactivity in 
MY | i \ | patient with pain being treated with narcotics; block or reverse the pressor ef- 
Ig or other phenothiazines; in newborn or premature children; in nursing — fect of epinephrine. Use cautiously in persons (particularly children) with acute 


thers; in acutely ill and/or dehydrated children. or chronic respiratory impairment, as it may suppress cough reflex; in persons 
arnings: May impair mental and/or physical ability required for potentially With cardiovascular disease, liver function impairment, or history of ulcer P 
zardous tasks (driving vehicles, operating machinery), may impair mental disease. The drug's slight antiemetic action may obscure signs of intestinal ob- 
riness in children. Concomitant use with alcphol or other C.N.S. depres- ` Struction, brain tumor, toxic drug overdose. 
its may have additive effect. Warn patients accordingly. Adverse Reactions: (Note: May produce adverse reactions attributable to 
both phenothiazines and antihistamines, although not all the following have 


»ntraindications: Comatose patients; presence of large amounts of C.N.S. 
pressants; bone marrow depression; idiosyncrasy or hypersensitivity to this 


-Controls the itching prompti 
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A REPE Se. : ; 4 : 
|. Each 'Spansule' capsule contains trimeprazine 
tartrate equivalent to 5 mg. of trimeprazine. 
As od been reported with ‘Temaril’. There have been occasional reports of sudden After pi | 
E - death in patients receiving phenothiazine derivatives chronically.) Drowsiness, lave Oc skin pigmentation, ocular changes (the appearance of ler 





extrapyramidal reactions (opisthotonos, dystonia, akathisia, dyskinesia, parkin- ticular and corneal opacities, epithelial keratopathies, pigmentary retinopathy, 
sonism), particularly with high doses, hyperreflexia in newborn (when used dur- Vision may be impaired. 
ing pregnancy), dizziness, headache. lassitude, tinnitus, incoordination, fa- ee ee EIN 
tigue, blurred vision, euphoria, diplopia, nervousness, insomnia, tremors and Drug Interactions: MAO inhibitors and thiazide diuretics prolong and intensif 


grand mal seizures, excitation, catatonic-like states, neuritis and hysteria, anticholinergic effects. Combined use of MAO inhibitors and phenothiazine 

oculogyric crises, disturbing dreams/nightmares, pseudoschizophrenia, may result in hypertension and extrapyramidal reactions. Phenothiazines: pc 

intensification and prolongation of action of C.N.S. depressants, atropine, heat, tentiate C.N.S. depressant and analgesic effects of narcotics. Phenothiazin 

organophosphorus insecticides. Medie ii be potentiated by oral contraceptives, progesterone, reserpine 
nylidri ; 


Also postural hypotension, reflex tachycardia, bradycardia, faintness, cardiac 

arrest, ECG changes, anorexia, nausea, vomiting, epigastric distress, diarrhea, 

constipation, dry mouth, increased appetite and weight gain, urinary frequency 

and dysuria, urinary retention, early menses, induced lactation, gynecomastia, 

decreased libido, inhibition of ejaculation, false positive pregnancy tests, r : TENE : 

thickening of bronchial secretions, tightness of chest, wheezing, nasal stuffi- 1000. Tablets and 'Spansule' capsules also available in Single Unit Package 

ness. urticaria, dermatitis, asthma, laryngeal edema, angioneurotic edema, (SUP) of 100, intended for institutional use only. 

photosensitivity, lupus erythematosus-like syndrome, anaphylactoid reactions, 

id tape agranulocytosis, pancytopenia, hemolytic anemia, elevation of 

plasma cholesterol levels, thrombocytopenic purpura, jaundice, erythema, pe- . : : 

ripheral edema, stomatitis, high or prolonged glucose tolerance curves, gly- Smith Kline SFrench Laboratories SKEF 
Division of SmithKline Corporation 


cosuria. elevated spinal fluid proteins, reversed epinephrine effects. 
p p p Dhiladainhia Da a Smith Kline compant 


Supplied: 'Spansule' capsules — in bottles of 50. Syrup — Each 5 ml. tee 
spoonful contains trimeprazine tartrate equivalent to 2.5 mg. of trimeprazin 
and alcohol 5.7%, in 4 fl. oz. bottles. Tablets — Each tablet contain 
trimeprazine tartrate equivalent to 2.5 mg. of trimeprazine, in bottles of 100 an 
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Alpnaderm 


Hla l% hydrocortisone shown 
To be as effective as betamethasone 
valerate 0l% 


in the management of 
e |[e]e (om -1071-1810 Mero] a) [0 [0]! 
dermatitis, and mm 
neurodermcatitis. 





It's the base that delivers the increased effectiveness of hydrocorti- 
sone. The Alphaderm delivery system is stabilized 10% urea in a starch-cell 
matrix, which is suspended with micronized hydrocortisone in a water-in- 
lipid emulsion. This enhances the penetration of hydrocortisone for max- 
imum clinical effectiveness" and reduces the stinging and burning which 
accompanies other urea-hydrocortisone preparations. 


Effectiveness equal to betamethasone 


. . — ETT 
valerate in atopic eczema 
RESULTS from a controlled, double-blind study' of 36 patients aas eumettasonm 


ism cs Sete pgs A (am 


Excellent Good No Improvement Excellent No Improvemen 


In atopic eczema, contact dermatitis, and neurodermatitis 
RESULTS from a controlled, double-blind study? of 49 patients 
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Safety of hydrocortisone unaltered 

Because the base increases hydrocortisone penetration, there is no 
need for fluorination. ALPHADERM delivers clinical efficacy without 
altering the safety inherent in the basic hydrocortisone molecule." 


A cream that acts like an ointment 

@ Provides emolliency like an ointment—yet vanishes like a cream. 

@ Provides hydration to keep skin soft and supple, relieves xerotic scaly 
conditions. 

m Paraben and lanolin free 


Considerable savings 

In most cases, Alphaderm offers greater economy than the fluorinated 
steroids: 30 gm of Alphaderm cost approximately 33% less than an 
equivalent amount of betamethasone valerate 0.1%? 


Alphaderm | 


1% hydrocortisone 


Norwich-Eaton Pharmaceuticals 


Division of Morton-Norwich Products, Inc 9 
' Drug Topics Redbook, 1978 Norwich, New York 13815 


wee full prescribing information 
following this ad 
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A 1% hydrocortisone 


DESCRIPTION: Contains hydrocortisone 1% in 
a powder-in-cream base incorporating a hyper- 
molar solution cf urea (carbamide), purified water, 
sorbitol, polyoxyethylene fatty glyceride, starch, 
white petrolatum, triglycerides of saturated fatty 
acids, isopropyl myristate and sorbitan mono- 
laurate. The near neutral pH of the formulation is 
made possible by the stabilized delivery system in 
which urea is absorbed by a polysaccharide 
powder matrix. Alphaderm Cream is hypoaller- 
genic and contains no parabens or lanolin. 


INDICATIONS: For relief of the inflammatory 
manifestations of corticosteroid-responsive der- 
matoses. 


CONTRAINDICATIONS: Topical steroids are 
contraindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparation. 


PRECAUTIONS: If irritation develops, the prod- 
uct should be discontinued and appropriate ther- 
apy instituted. 

In the presence of an infection, the use of an 
appropriate ced or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. 

If extensive areas are treated or if the occlusive 
technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suitable 
precautions should be taken, particularly in chil- 
dren and infants 

Although topical steroids have not been 
reported to have an adverse effect on human 
pregnancy, the safety of their use in pregnant 
women has not absolutely been established. In 
EY animals, increases in incidence of fetal 
abnormalities have been associated with expo- 
sure of gestating females to topical corticoste- 
roids, in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used 
extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 

The product is not for ophthalmic use. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with topi- 
cal corticosteroids, especially under occlusive 
dressings: 

T Sng, 2. itching; 3. irritation; 4. dryness; 5. 
folliculitis; 6. hypertrichosis; 7. acneiform erup- 
tions; 8. hypopigmentation; 9. perioral dermatitis; 
10. allergic contact dermatitis, 11. maceration of 
the skin; 12. secondary infection; 13. skin atrophy; 
14. striae; 15. miliaria. 


DOSAGE AND ADMINISTRATION: Apply a 
small quantity of Alphaderm Cream to affected 
areas twice daily. Because it has a near neutral pH, 
Alphaderm Cream may be rubbed in well with 
minimal incidence of irritation or singing even 
when applied to abrasions or to areas of broken 
skin. 


HOW SUPPLIED: Alphaderm Cream is avail- 
able in tubes of 30 and 100 g. 


REFERENCES: 1. Almeyda J, Burt BW: Br J 
Dermatol 91:579-583, 1974. 2. Jacoby RH, Gilkes 
JJ: Curr Med Res Opin 2:474-481, 1974. 3. Kahn 
SA: Accepted for publication in Practitioner. 4. 
Kahn SA, Williamson DM: Curr Med Res Opin 
5:354-358, 1978. 5. Ayres PJ, Hooper G: Br. J 
Dermatol (to be published) 6. Feldman RJ, Mai- 
bach HI: Arch Dermatol 109:58-59, 1974. 7. Ayres 
PJ, in Marks R, Dykes PJ (eds): The Ichthyoses, 
Spectrum, 1978. 
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THE AMERICAN SOCIETY 
FOR DERMATOLOGIC SURGERY 
and 
THE AMERICAN ACADEMY 
OF FACIAL PLASTIC AND 
RECONSTRUCTIVE SURGERY, INC. 


ANNOUNCE THE ANNUAL 


HAIR TRANSPLANT 
SYMPOSIUM AND 
WORKSHOP 


to be held in 
HOT SPRINGS, ARKANSAS 


Multi-discipline faculty including: derma- 
tologists, otolaryngologists, regional and 
general plastic surgeons 














Attendance Limited 


JANUARY 25th-27th, 1979 
FEE: $720 


The Stough Dermatology and Cutaneous 
Surgery 
Clinic, P.A. 
Doctors Park 
Hot Springs, Arkansas 71901 


For further information, contact: Pro- 
gram Director, D. B. Stough, Ill, M. D., at 
above address 





















We can do 
much more 
together. 


| — 
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Retin: Cream. 


tretinoin 0.05% 
BY PRESCRIPTION ONLY 

Before prescribing, please consult com- 

plete product information, a summary*of 

which follows: 


Indications: RETIN-A is indicated for top- 
ical application in the treatment of acne vul- 
garis, primarily grades |, Il, and Ill in which 
comedones, papules, and pustules pre- 
dominate. It is not effective in most cases of 
severe pustular and deep cystic nodular 
varieties (acne conglobata). 


Contraindications: Use of the product 
should be discontinued if hypersensitivity to 
any of the ingredients is noted. 


Warnings: RETIN-A Brand tretinoin should 
be kept away from the eyes, the mouth, an- 
gles of the nose, and mucous membranes. 
Topical use may induce severe local 
erythema and peeling at the site of applica- 
tion. If the degree of local irritation warrants, 
patients should be directed to use the medi- 
cation less frequently, discontinue use 
temporarily, or discontinue use altogether. 
Tretinoin has been reported to cause severe 
irritation on eczematous skin and should be 
used with utmost caution in patients with 
this condition. 


Precautions: Concomitant topical medica- 
tion should be used with caution, because 
of possible interaction with tretinoin. Particu- 
lar caution should be exercised in using 
preparations containing peeling agents 
(such as sulfur, resorcinol, benzoyl 
peroxide, or salicylic acid) with RETIN-A. It 
is also advisable to "rest" a patient's skin 
until the effects of peeling agents subside 
before use of RETIN-A is begun. 


Exposure to sunlight, including sunlamps, 
should be minimized during the use of 
RETIN-A and patients with sunburn should 
be advised not to use the product until fully 
recovered because of heightened suscepti- 
bility to sunlight as a result of the use of 
tretinoin. Patients who may be required to 
have considerable sun exposure due to oc- 
cupation should exercise particular caution. 
Other weather extremes, such as wind and 
cold, also may be irritating to patients under 
treatment with tretinoin. 


Similar precautions are advisable with re- 
gard to the use of medicated or abrasive 
soaps and cleansers, soaps and cosmetics 
that have a strong drying effect, and prod- 
ucts with high concentrations of alcohol, as- 
tringents, spices, or lime. 


"T 


If medication is applied excessively, no more 


rapid or better results will be obtained and 


marked redness, peeling, or discomfort may 


occur. 
How Supplied: RETIN-A Brand tretinoin is 
Supplied as: 


1. A 0.025% gel in tubes of 15 grams and 45 


grams. 

2. A 0.196 Cream in tubes of 20 grams and 
0.0596 Cream in tubes of 20 grams and 
45 grams. 

3. A 0.0576 liquid in amber bottles contain- 
ing 28 ml. 

4. Foil-covered swabs saturated with the 
0.05% liquid, in boxes of 30. 
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Now, with one prescription for 45 grams of Retin-A Brand 
tretinoin 0.05% Cream, you can provide your patient with 
enough medication to bring the acute phase of acne vul- 
garis* under control. 


Like the widely used 45 g. tube of Retin-A Gel, this eco- 
nomical size can also be used in a follow-up prescription 
for months of maintenance and is an especially practical 
size for covering large areas such as the back. While the 
needs of patients do vary, the advantage of writing a 
prescription for the new economical 45 g. tube will apply to 
many of your patients. 


The economical and convenient 45 g. tube. One prescrip- 
tion that can usually take your patient from the acute phase 
to maintenance. 


i ry ad | na 14 ' ry der s me; $ ye d eei. n $ "m 
ey arily esate Il, and IH lagi h edones ait ules and pustules pred inate lot 
í + i+ + ` i øA ti " fie | ^ne na $ ifa) 


fohmonafohaon 


NEW ERUN 


d 


0 
UWntr 
a ated water for 15-20 minutes 


4 
E 


& 
% 


ture 


E 
EO 
X E e 
V. 
© 


v. A 
ip, i PD PD 
ia2lelleI[-Weai-Nasr-bdiasiUlaaBelejei-lgiet-] 


a 
-m e» F d 

ee ee ae Oa FD dbdh a. 

Water, alone, will penetrate the stratum corneum for thorough hydration after a 15 minute soak. + 


New two-step ®ationale: 
eee 2 missing derat in dry skin is regen as 
lank! pointed out in his pioneerin ork. Havin 
procedure for the the patient soak ff a túb of pure atar far 15 to 20 
minutes, without bath oil of any kind, will replenish 


oil bath meareases skin moisture effectively. The use of bath oil at 


a B = this stage, prar one or sean in the gon 
may actually impede absorption of water OC- 
moisturization cluding the stratum Gortibu before it has bean 
xa thoroughly hydrated. 
of dry skin 


Patient soaks in a tub of comfortably warm water 
for 15 to 20 minutes to allow the skin to absorb a 
maximum amount of water in this time. 


1. Blank, I.H.: Factors which influence the water content of the stra- 
tum corneum. J. /nvest. Dermat., 18, 433-40, 1952 
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Then is the time to provide the occlusive barrier supplied by SURFOL. 


Rationale: The new SURFOL bath method 
As Blank later indicated, "Water, alone, almost Jne@reases hydration of the 


immediately relieves a sensation of dryness, but - 
this relief is short-lived if the water is allowed to Stratum corneum and provide 
evaporate.’* Therefore, an occlusive substance 5 " 

should be applied, and the logical time to admin- a better occlusive barrier to 


ister it is after the stratum corneum is thoroughly seal in essential moisture. 
hydrated. r 


New : 
Procedure 2: B © i 2 
Pour one or two capfuls of SURFOL® Post Im- pe HE g 
mersion Bath Oil into the bath after soaking. Swish N 


SURFOL through the water; SURFOL spreads |o Post Immersion Bath Oil 


quickly in a thin film of pure, undiluted, unemulsi- me 

fied oils. Patient soaks an additional five minutes i, - M een 

and leaves the bath fully covered with a protective : Logical Dermatologicals 
coat of occlusive oils, sealing in essential mois- ao Stiefel Laboratories, Inc. 
ture. Skin not only feels soft and satiny, but is fee Qui til, NY. T8490 
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Halcinonide Cream 0.1% 
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Case histories on file at Squibb Institute for Medical Research See next page for brief summary 
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HALOG (Halcinonide) CREAM/OINTMENT/SOLUTION cu RT tms... associated with exposure of gestating females to topical corticoste- 
Halog Cream 0.025% (Halcinonide Cream 0.025%) Vie m: > roids—in some cases at rather low dosage levels. Therefore. drugs 
and Halog Cream 0.1% (Halcinonide Cream RN of this class should not be used extensively on pregnant patients, 
0.1%) contain 0.25 mg and 1 mg halcinonide Ait in large amounts, or for prolonged periods of time. Py 
per gram, respectively, in a specially formu- mee | p Tw Occlusive Dressing Technique—The use of occlusive 
lated cream base. Halog Ointment 0.1% EROR Ri m dressing increases the percutaneous absorption of cortico- 
(Halcinonide Ointment 0.1%) contains TUE Bi steroids. For patients with extensive lesions it may be 


preferable to use a sequential approach, occluding one 
zk portion of the body at a time. Keep the patient under 
OQ close observation if treated with the occlusive tech- 
nique over large areas and over a considerable 
period of time. Occasionally, a patient who has 


1 mg halcinonide (0.1%) per gram in 
Plastibase® (Plasticized Hydrocarbon 
Gel), a polyethylene and mineral oil 
gel base. Halog Solution 0.1% (Hal- 
cinonide Solution 0.1%) contains 


l mg halcinonide (0.1%) per ml. 3 VON been on prolonged therapy, especially occlu- 
CONTRAINDICATION: Topical EET sive therapy, may develop symptoms of 


steroid withdrawal when the medication is 
stopped. Thermal homeostasis may be 
impaired if large areas of the 

uU body are covered. Discon- 
: i. tinue use of the occlu- 


+ "e à 


steroids are contraindicated in 
those patients with a history of 
hypersensitivity to any of the 
components of the prepara- 
tions. 
PRECAUTIONS: 
General—lf ir- 
ritation de- 
velops, 


dis- 






elevation of the 
body tem- 

perature 
occurs. 





















Occasionally, a patient may develop a sensitivity reaction 
to a particular occlusive dressing material or adhesive 
and a substitute material may be necessary, If infection 
develops, discontinue the use of the occlusive dress- 
ing and institute appropriate antimicrobial therapy. 
ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticosteroids. 
especially under occlusive dressings: burning sensations, 
itching, irritation, dryness, folliculitis, hypertrichosis, acne- 
form eruptions, perioral dermatitis, allergic contact dermatitis. 
hypopigmentation, maceration of the skin, secondary infection, 
skin atrophy, striae, and miliaria. 
For full prescribing information, consult package inserts. 
HOW SUPPLIED: The 0.025% and 0.1% Cream and the 0.1% 
Ointment are supplied in tubes of 15 g and 60 g, and in jars of 240 g (8 oz). 
The 0.1% Solution is supplied in plastic squeeze bottles of 20 ml and 60 ml. 


continue the product and institute appropriate therapy. 7 
In presence of an infection, institute use of a suitable 
antibacterial or antifungal agent. If a favorable re- 
sponse does not occur promptly, discontinue the 
corticosteroid until the infection has been adequately 
controlled. If extensive areas are treated or if the occlu- 
sive technique is used, there will be increased systemic 
absorption of the corticosteroid and suitable precautions 
should be taken, particularly in children and infants. 
These preparations are not for ophthalmic use. 
Usage in Pregnancy—Although topical steroids 
have not been reported to have an 

adverse effect on human pregnancy, the safety 

of their use in pregnant women has not been 
absolutely established. In laboratory animals, in- 
creases in incidence of fetal abnormalities have been 
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THE WESTERN HAIR TRANSPLANT SEMINAR 
ý January 19-20, 1979 
Los Angeles Bonaventure Hotel 


Co-sponsored by the American Academy of 
Facial Plastic and Reconstructive Surgery 
and the USC School of Medicine 
Postgraduate Division 


Seminar Directors 
Richard W. Fleming, M.D. Toby G. Mayer, M.D. 


This seminar will be an intensive practical course including lectures, 
panel discussions and video tapes covering all aspects of hair replace- 
ment for the beginner and experienced surgeon. 


Punch grafting, flap procedures, scalp reduction and prosthetic devices 
will be discussed in detail by an outstanding multidisciplinary faculty. 


Faculty: Samuel Ayres, Ill, M.D. Sheldon Kabaker, M.D. 


Pierre Fournier, M.D. Ronald S. Matsunaga, D.D.S, M.D. 


Peter M. Goldman, M.D. Charles M. Monell, M.D. 
William R. Simpson, M.D. 
For further information contact: Toby G. Mayer, M.D., c/o USC 


School of Medicine Postgraduate Division, 2025 Zona! Avenue, 
Los Angeles, CA 90033. Telephone: (213) 226-2466. 


COLUMBIA UNIVERSITY 
COLLEGE OF PHYSICIANS AND SURGEONS 
and 
ST. LUKE'S HOSPITAL CENTER 
will present a postgraduate course for clinicians on 


CUTANEOUS-VULVAR AND VAGINAL DISEASES 
April 19-21, 1979 
Waldorf-Astoria Hotel 
New York City 
Under the Direction of 


HAROLD M.M. TOVELL, M.D. ALEX W. YOUNG, M.D. 
(Gynecology) (Dermatology) 


For the practicing dermatologist, gynecologist and family 
practitioner, an interdisciplinary faculty composed of gyne- 
cologists, dermatologists and pathologists will discuss the 
more common dermatoses, bacterial, parasitic and viral 
infections, and the sexually transmitted diseases. An 
in-depth review of vulvar dystrophies, premalignant and 
malignant conditions, including D.E.S., affecting the vulva 
and vagina will be presented. Pertinent diagnostic, thera- 
peutic and immunological techniques will be discussed. 


Fee $300; residents $150 (with letter from department 
chairman); includes course syllabus and slides of selected 
diseases. Approved for 18 credit hours Category 1 of the 
A.M.A.'s Physician's Recognition Award and 25 cognates for 
A.C.0.G. fellows. For applications contact Dr. Elizabeth C. 
Gerst, Continuing Education Center, 630 West 168th Street, 
New York, N. Y. 10032, (212) 694-3682. 





TOPSYN' 
(fluocinonide) 
Gel 0.05% 


Description TOPSYN gel 0.05% contains the active 
und fluocinonide. Fluocinonide, which is the 
21-acetate ester of fluocinolone acetonide, has the 
chemical formula óa, 9-difluoro-118, 16a, 17, 21- 
tetrahydroxypregna-1, 4-diene-3, 20-dione, cyclic 
16, 17-acetal with acetone, 21-acetate. 
TOPSYN gel contains fluocinonide 0.5 mg./g. in a gel 
base of propylene glycol, propyl gallate, disodium 
edetate, and Carbopol 940 (carboxypolymethylene) 
with NaOH and/or HCl added to adjust the pH. This 
clear, colorless, thixotropic vehicle is greaseless, non- 
staining and completely water miscible. The active 
ingredient is totally in solution. 
Indications Inflammatory manifestations of cortico- 
steroid-responsive dermatoses. 


Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitivity to 
any of the components of the preparation. 
Precautions If irritation develops, discontinue the gel 
and institute appropriate therapy. 

In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, discon- 
tinue the corticosteroid gel until the infection has been 
adequately controlled. 


If extensive areas are treated or if occlusive technique 
is used, there will be increased systemic absorption of 
the corticosteroid and suitable precautions should be 
taken, particularly in children and infants 

The satety of topical steroids in pregnant women has 
not absolutely been established. In laboratory ani- 
mals, increases in incidences of fetal abnormalities 
have been associated with exposure of gestating 
females to topical corticosteroids, in some cases at 
rather low dosage levels. Therefore, drugs of this class 
should not be used extensively on pregnant patients, 
in large amounts or for prolonged periods of time. 
TOPSYN® (fluocinonide ) gel is not for ophthalmic use. 


Adverse reactions Local adverse reactions reported 
with topical corticosteroids: burning. itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform eruptions, 
hypopigmentation, perioral dermatitis, allergic con- 
tact dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 

Dosage and administration A small amount should 
be gently massaged into the affected area three or 
four times daily, as needed. 


How supplied 
TOPSYN Gel 0.05% — 15g. and 60g. tubes 


SYNTEX LABORATORIES, INC., 
PALO ALTO, CALIF. 94304 
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Because of its propylene glycol content and 
potency of the steroid, TOPSYN gel can be 
especially useful in steroid-responsive hyper- 
keratotic lesions affecting problem areas like the 
palms and soles. This is due to the keratolytic 
properties of its vehicle. In addition, 100% steroid 
solubility helps foster good penetration. 


TOPSYN gel also spreads well and evaporates 
readily. Thus, it can be used successfully to treat 
lesions in hairy areas of the extremities or in 
steroid-responsive lesions of the scalp. 


Please see preceding page for summary of prescribing information 
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Finally, TOPSYN gel is especially convenient 
because it drys quickly. Thus, patients who must 
work with their hands, for example, need not 
worry about sticky palms. 


Topsyn 


fuocmonide) 


E. 





` Carl Truman Nelson 


1908-19738 


arl Truman Nelson, MD, died on 
March 16, 1978, of a coronary 
occlusion. For 22 years he was profes- 
sor and chairman of the Department 
of Dermatology, College of Physicians 
and Surgeons, Columbia University, 
and director of the Dermatology 
Service, Presbyterian Hospital. He 
would have been 70 years old in a few 
months and had been retired from his 
academic duties for almost five years, 
but had continued in private practice 
until the day of his untimely death. 

Carl’s career in medicine brought 
him international fame for his numer- 
ous contributions in dermatology, bac- 
teriology, and immunology. A native 
of Providence, RI, he attended Har- 
vard University, where he obtained 
his DMD in 1932, AB in 1935, MA in 
1937, and his MD in 1941. He interned 
at the University of Minnesota Hospi- 
tals. During his stay at Harvard, he 
was actively engaged in research and 
teaching as an instructor in bacteriol- 
ogy and immunology. With the onset 
of World War II, he served as a major 
with the Fourth Service Command 
Laboratory at Fort McPherson, Ga, 
where he was the epidemiologist. 

While doing research at Fort Ben- 
ning, Ga, on fungus diseases of the 
foot, a serious problem for infantry- 
men, he met Dr Gardner Hopkins, who 
was professor and chairman of the 
Department of Dermatology at the 
College of Physicians and Surgeons, 
Columbia University. Hopkins was in 
charge of the Mycology Project of the 
Surgeon General’s Office of Scientific 
Research and Development. Hopkins 
had been a bacteriologist before going 
to Columbia. Because both had a simi- 
lar background in bacteriology, Hop- 
kins encouraged Carl to go into 
dermatology, and immediately after 
his discharge from the US Army, he 
began work at Columbia in April 1946. 
He began as an instructor in the 
Department of Dermatology teaching 
bacteriology and immunology. Simul- 
taneously, he started his training in 
dermatology. In 1951 he became 
professor and chairman of the Depart- 
ment of Dermatology and served in 
that capacity until 1973, when he 
became professor emeritus. 

Carl was intensely interested in 
sarcoidosis and pemphigus, and he 
wrote many papers on the investiga- 
tions concerned with the newly avail- 
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able corticosteroids and their lifesav- 
ing effects in pemphigus. 

He was widely renowned and hon- 
ored as a member of such societies as 
the American Association of Immu- 
nologists and the American Federa- 
tion for Clinical Research. He became 
president of the American Academy 
of Dermatology in 1965, president of 
the American Dermatologic Associa- 
tion in 1971, and president of the New 
York Dermatologic Society in 1971. 
He was also president of the Associa- 
tion of Professors of Dermatology. 

Internationally, he was honored by 
being a member of the Societé Fran- 
coise de Dermatologie ét Syphilogra- 
phie and a foreign honorary member 
of the British Association of Derma- 
tologists. He was an honorary member 
of the Canadian Dermatological Asso- 
ciation. He was a corresponding mem- 
ber of the Danish Dermatological 
Society and the Swedish Dermatologi- 
cal Society. He was also a member of 
the Alpha Omega Alpha Honor Medi- 
cal Society. 

Among his numerous activities at 
the American Academy of Dermatol- 
ogy, he was the chairman of the 
Symposium on Mucous Membrane 
Lesions in 1959, 1960, and 1961. 
Nationally, he was a member of the 
New York Academy of Sciences and 
the New York Academy of Medicine; 
in the latter he served as trustee from 
1973 to 1977 and was one of the few 
dermatologists ever to serve on that 
board. Last year he received the 
Award of Merit of the Atlantic 
Dermatological Conference. He was 
the author of more than 80 publica- 
tions in his field. 

Having been exposed during his 
early years at Columbia to really great 
masters of clinical diagnosis and 
management of dermatoses, Carl had 
an exceptional gift for clinical derma- 
tology. He was able to transmit this 
dermatologic expertise to his resi- 
dents with tremendous effectiveness. 
He was a superb teacher and was 
extremely popular with the under- 
graduate students who responded to 
his concern for them with warmth and 
admiration. He was also vitally con- 
cerned with their personal problems 
and future plans. The warm relation- 
ship he was able to maintain with 
them throughout their stay at Colum- 
bia and thereafter developed a lasting 


Carl Truman Nelson. 


gratitude and high regard bordering 
on adulation for Carl through the 
subsequent years. 

Not only was he highly regarded by 
his undergraduate and graduate stu- 
dents, but he was admired by his staff 
of attending physicians. He was fair 
and extremely objective in his work 
with them. He was effective in inspir- 
ing his staff for clinieal and basic 
scientific research. 

One facet of his greatness was his 
relationship with his patients. He had 
love and compassion for them. A 
genuine concern for the welfare of his 
patients as well as the willingness to 
explain to them the problems con- 
cerned with their illness made him 
greatly loved. He had an innate ability 
to help his fellowman. 

He was totally committed to the 
development of dermatology as a 
dignified branch of medicine. His own 
cultured bearing contributed im- 
mensely to the image of dermatology. 
He will be sorely missed. 

Carl's intense involvement in der- 
matologie activities gave him little 
time to participate in his favorite 
pastimes. He was a great lover of 
ballet and went to the great perfor- 
mances of symphony orchestras regu- 
larly. In art he was interested in the 
impressionist painters. His attraction 
to sports made him a knowledgeable 
expert, especially in soccer and foot- 
ball. Baseball and basketball were also 
on the top of the list of spectator 
sports that he enjoyed immensely. 

Carl Nelson will long be remem- 
bered for his great wisdom and for his 
efforts to elevate the specialty of 
dermatology to new heights in dignity 
and respect among the many special- 
ties of medicine. 

ANTHONY N. Domonkos, MD 
New York 
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* A nationwide study of the practice 
activities of dermatologists reports that 
dermatology is a predominantly outpa- 
tient specialty, with 97% of patient 
encounter occurring outside of the hospi- 
tal. The average dermatologist cares for 
approximately 7,000 patients a year and 
functions almost exclusively as a special- 
ist, with only 2.296 of his cases related to 
nondermatologic problems. The derma- 
tologist performs a type of primary care, 
however, with seven out of ten patients 
being self-referred. Eighty-seven percent 
of dermatologic encounters can be cate- 
gorized into 25 disease conditions. This 
study serves to increase the understand- 
ing of how the dermatologist cares for his 
patients. 

(Arch Dermatol 114:1456-1462, 1978) 


he University of Southern Cali- 

fornia's Division of Research in 
Medical Education has undertaken a 
nationwide sample survey of practic- 
ing physicians in more than 20 differ- 
ent medical and surgical specialties. 
The study is predicated on the idea 
that the setting of physician manpow- 
er objectives should be preceded by a 
thorough analysis of the existing 
manpower system, including an exam- 
ination of the manner in which indi- 
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vidual physicians allocate their profes- 
sional efforts. The central objectives 
of the study are to obtain national 
measures both within and between 
selected specialty groups of: (1) how 
physicians spend their professional 
and nonprofessional time; (2) the 
types of patients that are seen and the 
services that are rendered; and (3) the 
relationships of practice organization- 
al factors, geographie location, and 
community characteristics to physi- 
cians' activities. The purpose of the 
present report is to further these 
objectives by summarizing many of 
the noteworthy findings concerning 
the characteristics of actively practic- 
ing dermatologists in the United 
States. 


RESEARCH DESIGN 


The research instrument for all of the 
specialty studies is a log-diary that is 
mailed to the individual physicians and 
self-administered. Though the bulk of the 
log-diary is standardized in order that 
comparable data may be obtained from 
physicians in most specialties and practice 
settings, representatives from each spe- 
cialty participated in the development of 
certain sets of specifications appropriate to 
their own specialty. The log-diary consists 
of three major parts. Part 1 obtains a 
summary of the physician's daily patient 
encounters for a preassigned seven-day 
study week. Part 2 elicits more detailed 
information for a preassigned three-day 
study period. Part 3 of the log-diary 
obtains information regarding the physi- 
cian’s (a) professional background and 
training, (b) support staff, (c) practice 
organization, (d) services typically ren- 
dered, and (e) geographic location of the 
practice. The instrument design is dis- 
cussed in detail in earlier publica- 
tions. (»»7-5.171-1855).2 

The potential physician population for 


this survey consisted of the 4,147 physi- 
cians in the United States who, as of 
November 1975, were listed on the Ameri- 
can Medical Association’s (AMA) master- 
file of physicians as having reported that 
their primary specialty was dermatology. 
(This figure does not include (1) federally 
employed physicians, (2) inactive physi- 
cians, (3) interns, and (4) physicians who 
could not be classified owing to missing 
data.) The AMA master file is the only 
comprehensive  cross-specialty national 
data base that is currently in existence and 
it is widely recognized as the primary 
source of national census data on physi- 
cians.™ A stratification variable, the “type 
of professional activity," was created from 
a cross-tabulation of the AMA variables 
"type of practice" and "present employ- 
ment" to produce five separate random 
samples stratified according to whether 
the practice was solo, a partnership, a 
group practice, institutional, or some other 
arrangement. Since it was determined that 
simple random sampling for the entire 
specialty would result in insufficient data 
for analysis in the less common practice 
arrangements unless the sample size was 
prohibitively large, different sampling 
ratios were employed within each of the 
five categories. As this procedure produced 
an overall sample that was disproportion- 
ate to the target population, compensatory 
weights have been applied to the data 
supplied by physicians in each of the strata 
in order to restore the appropriate distri- 
bution whenever parameters are estimated 
for the entire specialty. 


CHARACTERISTICS 
OF THE DERMATOLOGIST 


Out of a total of 597 dermatologists 
who were eligible when the study was 
conducted in April 1976, 421 partici- 
pated in the survey for a response rate 
of 71%. Table 1 gives the numbers and 
characteristics of all respondents and 
weighted estimates for the national 
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Characteristic 


* „Practice arrangement 
Solo 
Partnership 
Group 
Institutional 
Other 
Total 
Geographic region /division 
Northeast region 
New England 
Middle Atlantic 
North Central region 
East North Central 
West North Central 
Southern region 
South Atlantic 


East South Central 
West South Central 
Western region 
Mountain 
Pacific 
US Total 


County demographic area 
Nonmetropolitan 
Metropolitan 

50,000-499,999 people 

500,000-999,999 people 

1 million people or 
greater 

Total 

Age, yr 
25-34 
35-44 
45-54 
55-64 
65 or older 

Total 


— 30 St owe se eee Ce 
c a sV JIN ve 





*n indicates the number of physicians in the sample; N,, the weighted number of physicians; and 


%.„ the weighted percent. 






















Table 2.—Dermatology Practice Activity for One Week by Age of Physician* 





Age of Percent of Mean No. of Encounters Mean No. of 
Physician, Physicians, Professional 
Hy Telephone Outpatients inpatients Hours 
25-34 12.8 12.7 117.2 5.6 40.9 


35-44 37.9 14.0 153.9 77 40.2 
55-64 12.6 16.4 152.9 37 40.1 
65+ 13.2 14.6 110.8 3.6 32.9 
Total 100.0 14.3 136.1 6.4 38.8 



















*96. indicates weighted percent. Data include that population of dermatologists who are engaged 
in professional activities (excluding teaching, research, or administration) for the week. The data are 
based on 368 dermatologists. All practice arrangements (except residents) are included. (Residents 
account for 21.596 of the total population of dermatologists and have a mean of 3.1 telephone 
encounters per week. Residents see an average of 43.0 outpatients and 13.7 inpatients per week and 
spend an average of 40.2 hr/wk in professional activities.) 


population; the data are corrected for 
differential sampling by the re- 
spective practice arrangement strata. 
The elimination from the sample of 
Puerto Rican physicians and those for 
whom certain county demographic 
information is lacking on the AMA 
master file reduces the total popula- 
tion estimate by 24 to 4,123. The fact 
that the parameters in Table 1 are 
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estimates based on a sample and thus 
are subject to fluctuation owing to 
error must be kept in mind. A more 
detailed discussion of the sampling 
strategy is contained in previous 
publications. (»P6.1967170. 

The demographic characteristies in- 
dicate that (as is the case with other 
medical specialties) a regional maldis- 
tribution of dermatologists exists. 
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BT Gu JUUUCE TOIPUT"UB . : 


Nationally, 27% of the population is in 
nonmetropolitan areas, but only 12.2% 
of the dermatologists, as well as 14% 
of all allopathic physicians, are 
located in these regions. More than 
half of the dermatologists (54.8%) are 
located in metropolitan areas of 
greater than 1 million people, yet only 
41.2% of the nation’s population reside 
there.* 


CHARACTERISTICS OF THE 
DERMATOLOGIST'S PRACTICE . 


Dermatology is a predominantly 
outpatient specialty; the mean num- 
ber of outpatient encounters per week 
(excluding those of residents) was 
136.1 compared with 6.4 inpatient 
encounters (Table 2). The mean num- 
ber of professional hours based on the 
age of the practitioner is fairly consist- 
ent; it ranges from 38.3 hr/wk for the 
45 to 54 age group to 40.9 hr/wk for 
the 25 to 34 age group, with the excep- 
tion of those physicians older than 65 
years of age, for whom the mean 
number of professional hours is 32.9/ 
wk. It is notable that the level of 
practice activity that is maintained by 
this older age group is only moderate- 
ly reduced when compared with the 
aggregate level of activity for all age 
groups. Of additional interest is the 
finding that productivity is greatest 
in the 35- to 44-year-old group, with a 
mean of 153.9 outpatient encounters 
per week, yet those physicians in the 
25 to 34 age group who were working a 
similar number of professional hours 
have only 117.2 outpatient encounters. 
This may reflect not only increased 
efficiency attendant with the number 
of years in practice, but also a certain 
"lag-time" during which a new prac- 
tice may not be capable of generating 
a volume of patients commensurate 
with the physician's ability to deliver 
medical services. 

Substantial variation is observed 
when the median number of outpa- 
tient encounters by both practice 
arrangement and day of the week is 
considered (Fig 1). Partnership and 
group practices appear to generate a 
greater patient volume than solo prac- 
tice arrangements. This may reflect a 
greater demand for care based on an 
increased visibility of services to both 
the patient and referring physicians 
or an increased number of patient 
referrals from within a multispecial- 
ty group arrangement. Institutional 
practices, which reflect a large resi- 
dent component, have a comparatively 
lower outpatient volume that ranges 
from five to eight patient visits per 
day. The data indicate that residents 
as a group see an average of 43 outpa- 
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Sun Mon Tues Wed Thurs Fri Sat 


Practice Arrangement Sample n 


e—e Solo , 74 
&--a Partnership 63 
2— 9 Group 76 
2-9 Institutional 87 
5^? Other 68 


Population N 





Fig 1.—Median number of outpatient 
encounters per physician by practice 
arrangement and day of week. N and n 
indicate number of dermatologists. Institu- 
tional practice arrangement includes der- 
matology residents. 


Fig 2.—Mean number of patient encoun- 
ters (outpatient and inpatient) per physi- 
cian for one week by demographic divi- 
sion. Data are based on 369 dermatolo- 
gists, which is slight reduction from total 
sample size owing to incomplete data for 
some respondents. Mean number of 
encounters is written above each bar on 
graph. Number of respondents on which 
mean is based is written below each bar. 


133.4 134.7 


Mean No. of Encounters 





Northeast South North West 
9 85 Central 91 
101 





1458 Arch Dermatol—Vol 114, Oct 1978 


Fig 3.—Mean number of patient encoun- 
ters per physician for one week by county 
demographic area. Data are based on 421 
dermatologists. Mean number of encoun- 
ters is written above each bar on graph. 
Number of respondents on which mean is 
based is written below each bar. 


Patient and 
Encounter 
Characteristics 
Patient, age, yr 

<1 

1-4 

5-9 

10-14 
15-19 
20-24 
25-34 
35-44 
45-54 
55-64 

64 or older 
Not specified 
Total 


Patient sex 
Male 
Female 
Not specified 
Total 


Nonhospital 


Physician's practice arrangement 
Sold 54,584 


Partnership 

Group 

Institutional 5,788 

Other 8,714 

Not specified 0 

Total 93,070 
Encounter time, min 

1-5 

6-10 

11-15 

16-30 

31-60 

61 or more 

Not specified 

Total 


Patient source 
Self /patient 
Agency 
Physician 
Consult 
Not specified 
Total 


14,793 
9,192 
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Mean No. of Encounters 








IJ - it, >. a 
BS Sieg Ree ies Cah re 3s ie iy D ao ae a 
Fe TR NES eres RENE ples 90 yO E32 ae 
Fare: LL. ‘ A - E ~% 


Less Than Greater Than 
500,000 Population 500.000 Population 
(136) (285) 


Population Estimates 


Hospital 


| 


* Patient and 
* Encounter 
Characteristics 


First encounter 
Yes 
No 
Not specified 
Total 


Regular patient 
Yes 
No 
Not specified 
Total 93,061 
Majority of care (this patient) 
Yes 20,939 
No 67,076 
Undetermined 4,076 
Not specified 968 
Total 93,058 
Majority of care (this patient's family) 
Yes . 4,638 
No 78,498 
Undetermined 5,889 
Not specified 3,974 
Total 93,000 


No. of patient problems 
1 problem 78,097 
More than 1 problem 14,096 
Not specified 812 
Total 93,005 


Chronicity of problem 
None 
Acute 
Chronic 
Not specified 
Total 


Severity of problem 
None 
Minor 
Moderate 
Severe 
Not specified 
Total 


Urgency of problem 
None 
Moderate 
Emergency 
Not specified 
Total 

Complexity of physician service 
Minimal 18,125 
Brief 32,868 
Limited 33,729 
Extended 6,276 
Comprehensive 919 
Not specified 1,150 
Total 93,065 


Disposition of next visit 
None 
Telephone 
Return as necessary 
Visit scheduled 
Other 
Not specified 
Total 

Referral or consultation 
None 
Medical specialist 
Surgical specialist 
Other 
Not specified 
Total 


Nonhospital 


*N, indicates weighted number and %,,, weighted percent. Data are based on 351 dermatologists 
and were collected during two 3-day recording periods, Monday through Wednesday and Thursday 


Population Estimates 


Hospital 


79,733 
15,053 

861 
95,647 


14,752 
21,704 
57,943 

1,306 
95,704 





14,752 
46,471 
28,191 
4,987 
1,306 
95,706 


25,775 
67,868 
619 
1,441 
95,703 


18,323 
33,596 
34,618 
6,725 
1,216 
1,230 
95,708 





6,452 
2,357 
13,259 
70,125 
2,069 
1,427 
95,689 








2,642 


through Saturday. Data represent one typical day, excluding Sunday. 
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tients per week.' Another institution- 
al bias toward lower productivity is 
the dermatologist who has assumed 


administrative, nonpatient-care re-  — 


sponsibilities. 

The overwhelming majority of der- 
matologists practice a five-day week 
with the greatest patient activity 
occurring on Monday and the least on 
Wednesday. 

Direct patient care involving office 
examinations and treatment con- 
sumes 4.5, 5.0, and 4.4 hr/day per 
physician in solo, partnership, and 
group practices, respectively. Tele- 
phone correspondence with patients 
accounts for 6 min/day for solo practi- 
tioners and 12 min/day for physicians 
in partnership and group practices. 
The time allocated to administrative 
responsibilities is almost identical for 
office-based practitioners; it ranges 
from 36 min/day for dermatologists 
in solo and partnership arrangements 
to 42 min/day for those in group prac- 
tices.'7»?" Interestingly, neither the 
group nor partnership status confers a 
reduction in administrative time. 

The geographic variation in derma- 
tologists’ work loads ranges from 
134.7 patient encounters per week in 
the North Central region to 109.9 in 
the Northeast (Fig 2) The latter 
figure may reflect a bias toward insti- 
tutional settings, a greater supply of 
dermatologists, or perhaps less physi- 
ological or economic demand for 
dermatologic services within this re- 
gion. 

The mean number of physicians’ 
weekly patient encounters differs in 
population settings, with 146.2 en- 
counters in areas of less than 500,000 
people and 120.6 encounters in areas 
of more than 500,000 (Fig 3). It 
remains to be determined whether 
this variation is based solely on popu- 
lation differences or on the number of 
practicing dermatologists per unit of 
population and economic demand. 


PATIENT CHARACTERISTICS 


Table 3 presents basic patient char- 
acteristies for hospital and nonhospi- 
tal settings. On any single day 
(excluding Sunday), there are approxi- 
mately 96,000 patient visits (roughly 
one for each 2,220 Americans) with 
dermatologists. About 97% of these 
visits are nonhospital. Only 396 of the 


dermatologists’ patients are seen in- 


the hospital. 

Dermatologists' patients are pro- 
portionate to the census estimates for 
the population except for the under- 
5-year-old age group. Selected age- 
group comparative points illustrate 
this (Table 4). On an aggregate level 
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zr 


T 


(hospital and nonhospital) slightly 
more than one half of all patients who 
are seen by dermatologists are 10 to 34 
years of age. Twenty-nine percent of 
these are between 15 and 24 years of 
age. The prevalence of acne in the 
latter age group probably accounts for 
their greater utilization of dermato- 
logic services. The relatively low utili- 
zation of dermatologic services by 
patients younger than 5 years of age 
may reflect the management of 
dermatoses by pediatricians or derma- 
tologists with a special interest in 
pediatrics. 

The patients who are seen by 
dermatologists in hospital settings are 
older when compared with patients 
who are seen in nonhospital settings. 
Sixty-six percent of all patients who 
are seen in hospital settings are 45 
years of age or older, in contrast with 
only 33% of the patients in nonhospi- 
tal settings. 

In both hospital and nonhospital 
settings, women are seen more fre- 
quently by dermatologists than men, 
with a ratio of 57.8 to 41.9, respective- 
ly. 

Encounter time for nonhospital pa- 
tients is one to five minutes for 38% of 
the patients, six to ten minutes for 
33%, 11 to 15 minutes for 16%, 16 to 60 
minutes for 8.5%, and greater than 
one hour for 3.9% of the patients. 

Seven out of ten nonhospital pa- 
tients are self-referred (or referred by 
another patient), whereas only two 
out of ten hospital encounters are with 
patients who have been referred in 
this manner. Hospital visits are more 
likely to be encounters with patients 
whe have been referred to the derma- 
tologist by another physician or situa- 
tions in which the dermatologist is 
serving as a consultant. Similarly, 
dermatologists are much more likely 
to refer hospital patients to other 
physicians or use other physicians as 
consultants in treating hospital pa- 
tients. 

Thirty-one percent of all hospital 
encounters result in a referral or a 
consultation request, in contrast to 
approximately 3% of nonhospital en- 
counters. Whenever a referral or 
consultation is made, it is more often 
to a medical specialist than to a 
surgeon. 

One fourth of nonhospital visits are 
first encounters, whereas three 
fourths are revisits. In nonhospital 
settings, 84% of the dermatologists’ 
cases are reported to have only one 
medical (or surgical) problem, whereas 
in hospital settings 36% of the cases 
are reported to have more than one 
problem. It may be inferred that since 
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Younger than 5 1.9 7.5 
5-24 37.5 36.5 

25-34 16.8 14.4 

35-44 9.4 10.7 

45-54 10.5 E : 

55-64 10.1 

65 and older 13.3 T > 





Table 5.—Dermatologists' Patient Encounters Ordered by Frequency of 
Disease Categories With Mean Encounter Time and National Daily Projection 
of Encounters 


Projected % 
No. of Daily of Office 
Disease Categories Office Visits Visits 


s 24,929.1 27.4 
deme other 4, 373. 4 4, 8 9. 5 
Psoriasis 4,322.7 4.8 10.1 
Basal cell epithelioma 4,048.1 4. = ~~ : 
Sat germanis 3,927.7 
Atopic dermatitis 2, 793. 6 3. 1 9. 2 
Benign neoplasm, other 2,612.1 2.9 10.8 
SEDOITelg dermatitis 2,227.4 2.5 8.1 
Bacterial infection 1 572. 7 - 7 9. 9 
1,570.8 11.0 
1,489.8 1 ré 10.5 
1,402.3 1.5 11.7 
Dyshidrosis 1,277.6 1.4 10.0 
MÀ Ll neoplasm, Quer 1,260.7 1.4 11.9 
Parasitic disease 945. 0 1 19 3 8 
Urticaria 931.4 10.0 
Collagen vascular disease 618. 5 0. 7 14.1 
Pityriasis rosea 525.6 : 
Venereal disease 249.2 


Mean 
Encounter Time, 
T^ 


Pigmented nevus 
Viral infection, other 


Alopecia 


Dermatologic, other 
Nondermatologic 





more patients who are seen in hospital 
settings are older, they would have a 
greater number of problems. 

On an aggregate level, 61% of all 
patients' problems are chronic and 
23% are acute. Problems encountered 
in hospital settings are likely to be 
more severe and urgent in nature, 
demand a greater amount of the 
physician's time, and require services 
that are of greater complexity. 


CLASSIFICATION 
OF DISEASES 


In order to better understand the 
frequency of patient visits for varying 
dermatologic conditions, an effort was 
made to identify the 25 most common- 
ly encountered dermatologic disease 
processes and to enumerate them in 
the log-diary. The list of diseases in 


10,162.0 
2,194.0 


à 


Table 5 was based on the findings 
from the Health and Nutrition Exam- 
ination Survey from 1971 to 1974, 
which secured information on the 
prevalence of dermatologic diseases.’ 
Almost 8796 of the conditions seen by 
the respondents were classified 
among these 25 selected conditions. 
Nationally, there are approximately 
25,000 daily office visits to dermatolo- 
gists for the treatment of acne, which 
accounts for about 27% of a dermatol- 
ogist's office visits. Actinic keratoses, 
a premalignant condition, constitute 
4.6% of office visits and basal cell 
epitheliomas and “malignant neo- 
plasms-other” constitute 5.9% of en- 
counters. Infectious diseases, includ- 
ing warts, parasitic and venereal 
disease, along with fungal, bacterial, 
and viral infections, account for 14.8% 
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Table 6.—Diagnostic Procedures 
Performed by Dermatologists in 
Nonhospital Enccunters* 


Procedure 


Diagnostic tests 
None 


Most frequent 
Biopsy 
Potassium hydroxide mount 
Routine laboratory 
Culture 
Tests, other 
Serology/ VDRL 
Patch test 
Panel, automated 
Blood chemistry 
Skin test, allergy 
Wood's light examination 
Chest roentgenogram 
Thyroid function 
Roentgenogram, other 
Liver function 
Immunofluorescence 
Skin test, tuberculosis mycosis 
Glucose tolerance 
ECG 
Enzymes 
Renal function 

Subtotal 


*%, indicates weighted percent. Data were 
collected during two 3-day recording periods, 
Monday through Wednesday and Thursday 
through Saturday. Data represent one typical 
day, excluding Sunday. 

{Data are expressed in percents of the total 
number of encounters. Subtotal may exceed 
10096 as multiple procedures could have been 
ordered and/or performed for each patient 
encounter. 


of office visits. 

The dermatologist performs a spe- 
cific role as a specialist of cutaneous 
disease—only about 2% of his patient 
encounters are related to nondermato- 
logic entities. 

The encounter times vary to a 
limited degree among disease classifi- 
cations and tend to reflect greater 
time expenditure for those conditions 
in which surgical procedures are 
necessary, patient education is espe- 
cially important, or severity of disease 
is a factor 


DIAGNOSTIC PROCEDURES 


Table 6 lists the diagnostic proce- 
dures that were included for analysis 
in the log-diary and the dermatolo- 
gists' responses. Skin biopsies were 
the most frequently performed proce- 
dures, occurring in 8.2% of nonhospital 
encounters. Potassium hydroxide 
mounts, routine laboratory procedures 
(complete blood cell count and urinaly- 
sis), and cultures for both bacteria and 
fungi were next in order of frequency; 
these occurred in 3.8%, 3.6%, and 3.0% 
of offiee visits, respectively. In ap- 
proximately 80% of nonhospital en- 
counters, no diagnostic tests were 
E This observation may re- 
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Table 7.—Therapeutic Procedures 
Performed by Dermatologists in 
Nonhospital Encounters* 










Procedure 
Therapy 
None 6.0 
Most frequent, excluding 
counseling and prescriptions 


















Ultraviolet light 14.6 
Cryotherapy 13.7 
Acne surgery 10.9 
Intramuscular injections 6.8 
Electrosurgery 5.2 
Excision, simple 4.9 
Intralesional injections 4.2 
Curettage 4.0 
Treatment, other 2.6 
Chemosurgery, simple 2.4 















Superficial roentgenogram 1.9 
Incision /drainage 1.2 
Grenz ray 1.5 
Dressing: apply/remove 1.4 
Immunizations 1.2 
Débridement 1.2 
Suture removal 0. 

Chemotherapy 0.9 
Anesthetization 0.8 
Surgery, other 0.5 
Excision, complex 0.4 
Catheterization 0.2 
Dermabrasion 0.2 
Suturing only 0.1 







Hair transplant 
Cast/splint: apply /remove 


Counseling 













Growth/development 0.1 
Family/social/sexual 0.3 
Patient education 6.8 






Therapeutic listening 
Treatment program 


Prescriptions 















Drugs, systemic 37.1 
Drugs, topical 59.2 
Exercise/diet 2.5 






Prosthesis/aids 





*%, indicates weighted percent. Data were 
collected during two 3-day recording periods, 
Monday through Wednesday and Thursday 
through Saturday. Data represent one typical 
day, excluding Sunday. 

{Data are expressed in percents of the total 
number of encounters. Subtotal may exceed 
100% as multiple procedures could have been 
ordered and/or performed for each patient 
encounter. 


flect the fact that many dermatologic 
diseases can be diagnosed by trained 
observation. 


THERAPEUTIC PROCEDURES 


Table 7 lists the therapeutic proce- 
dures that were included for analysis 
in the log-diary and the dermatolo- 
gists’ responses. Ultraviolet light 
therapy and cryotherapy were the 
most frequently performed thera- 
peutie procedures; these occurred in 
14.6% and 13.7% of the nonhospital 
patient visits, respectively. 

Of particular significance is the 
high frequency of surgical procedures, 
which collectively occur in approxi- 
mately 33% of office encounters. The 
frequency of such procedures is as 
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follows: acne surgery, 10.9%; electro- 
surgery, 5.2%; simple excision, 4.9%; 
curettage, 4.0%; chemosurgery, 2.4%; 
incision and drainage, 1.7%; débride- 
ment, 1.2%; suture removal, 0.9%; 
other types of surgery, 0.5%; complex 
excision, 0.4%; dermabrasion, 0.2%; 
suturing only, 0.1%; and hair trans- 
plant, 0.1%. 

Interestingly, patient education 
was indicated as an approach to thera- 
py in only 6.8% of patient encounters. 
This may reflect a lack of understand- 
ing on the part of the respondent as to 
what level of discussion with a patient 
constitutes educational therapy. 

Topical medications were  pre- 
scribed in approximately 60% of 
patient visits and systemic drugs in 
37%. 

An important observation is that in 
6% of patient encounters no thera- 
peutic procedures were used. This 
group may reflect follow-up visits in 
which remission or cure of the condi- 
tion was achieved or, in some cases, 
persons in whom no disease was 
observed. 


TYPE OF CARE PROVIDED 


Dermatology is predominantly an 
ambulatory care specialty, with 97% of 
patient encounters occurring outside 
of the hospital. The dermatologist 
functions almost exclusively as a 
specialist; only 2.2% of his office visits 
are related to nondermatologic enti- 
ties. Seven out of ten patients are 
self-referred. Also of interest is the 
fact that dermatologists refer fewer 
than 4% of their patients to medical 
and surgical specialists. These points 
would indicate that the dermatologist 
practices a type of “primary care,” 
albeit not predominantly in the cur- 
rent definitional set of being respon- 
sible for all of a patient’s health care 
needs, but rather as a direct-access 
physician who is readily recognized by 
much of the public. The nonhospital 
care rendered by a dermatologist is 
categorized as “first encounters” in 
24% of cases and “principal” care in 
17% of encounters.''^** (As defined in 
the Dermatology Practice Study Re- 
ports,’ first encounters are those 
in which the patient has not been seen 
by the physician previously and the 
physician’s role is not as a consultant 
to another physician. Principal care 
includes physician-patient encounters 
that are characterized by continuity of 
care, ie, the physician reports (1) 
having seen the patient before and (2) 
that the patient is a "regular" patient. 
The care provided is also comprehen- 
sive, ie, the physician indicates that he 
provides the majority of the patient's 
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care.) These classifications are ac- 


cepted by most health-care analysts as 
traditional labels of primary care. The 
consultative role applies to 5.5% of 
nonhospital encounters.*‘**? 

It is important in an analysis of 
dermatologic manpower to be aware 
that the dermatologist cares for only 
about one third of the nation’s derma- 
tologic problems.'" This may reflect 
the fact that many patients are 
unaware of a dermatologist's services 
or prefer traditional primary care 
medicine. Another factor relating to 
the variation in type of provider may 
be the supply of dermatologists or 
primary care physicians in a particu- 
lar geographic region. 


CONCLUSION AND DIRECTIONS 
FOR FURTHER ANALYSIS 


The most salient feature of the 
Dermatology Practice Study is that, 
for the first time, it offers a descrip- 
tive analysis of the dermatologist's 
activities. Such information is vital to 
both manpower and education plan- 


ning. 
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This study presents the dermatolo- 
gist as a busy specialist who cares for 
approximately 7,000 patients a year. 
This finding corresponds to the Na- 
tional Disease and Therapeutic Index 
that indicates a similar work load." 

The data indicate that the patient 
volume of dermatologists may vary 
with different practice arrangements, 
age groups, and geographic regions. 
To what extent these factors reflect 
and influence supply and demand for 
services is worthy of future investiga- 
tion. 

The described maldistribution of 
dermatologists corresponds to Ram- 
say and co-workers’ analysis of the 
ratio of dermatologists to population 
based on a three-digit zip code 
geographic unit." Maldistribution is a 
problem that the specialty must 
address, but bearing in mind that two 
thirds of dermatologic conditions are 
handled by nondermatologists, a con- 
sideration of regional variation in the 
various types of providers is in 
order. 

The fact that about 87% of dermato- 
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logic outpatient encounters can be 
categorized into 25 disease processes 
should encourage educators to maxi- 
mize excellence in these areas. Such 
findings should also inspire the 
research community, where possible, 
to address those diseases that express 
themselves with greatest patient 
need. The finding that surgical proce- 
dures occur in 33% of ambulatory 
visits points out the need for assuring 
quality education in this discipline. 

These are only a sample of the many 
insights evidenced at this point in the 
study. The University of Southern 
California’s future analysis of the 
interrelationship among specialty 
groups will continue to offer an 
increased understanding of the care 
of dermatologic diseases. 
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Anthracene With Near Ultraviolet Light 





. Joseph F. Walter, MD, Peter R. DeQuoy 


è Anthracene plus near ultraviolet (UV) 
light (UV-A, 320 to 400 nm) suppresses 
DNA synthesis and mitosis in mouse 
epidermis. Ultraviolet-A light or anthra- 
cene alone does not have any effect. 
There is no photoactivation of anthracene 
to enhance depression of DNA synthesis 
by either UV-B (290. to 320 nm) or UV-C 
(254 nm) light. While methoxsalen. ‘with 
-UV-A light inhibits DNA synthesis, the 
» phototoxic. drugs -chlorpromazine hy- 
~-drochloride and demethyichlortetracy- 
| cline do not. The combination of anthra- 
-cene plus UV-A light may have therapeu- 

tic effectiveness for psoriasis with less 

potential for photocarcinogenesis than 
psoralens plus UV-A light. | 
(Arch Dermatol 114:1463-1465, 1978) 





P: ders a white crystalline pow- 
der in the polycyclic class of 
aromatic hydrocarbons, is reported to 
constitute 1.8% of coal tar’ and is a 









Lu recognized phototoxic agent. In com- 


bination with near ultraviolet (UV) 


i DNA? and form DNA interstrand 





eration like that previously shown 
with coal tar‘ and psoralens.** : 
This study examines the ability of 
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light (UV-A, 320 to 400 nm), anthra- - 
eene is known to covalently bind to 


eross-links similar to. psoralens and | 
coal tar? Based on this fact, anthra-  - 
cene with UV-A light might also be 
expected to suppress epidermal prolif- 





anthracene with and without UV-A, 
UV-B (290 to 320 nm), and UV-C (254 
nm) light to suppress epidermal DNA 
synthesis and mitosis. The findings 
are compared with the effect of 
methoxsalen (8-methoxypsoralen) and 
UV-A light. Two other well-recog- 


nized. phototoxie agents, chlorproma- 


zine hydrochloride and demethylchlor- 


tetracycline, are also evaluated with 


and without UV-A light to determine 
any effect they might have on DNA 
synthesis. 


MATERIALS AND METHODS 
Animals 


Hairless mice (HRS/J), between the 
ages of 2 and 4 months, and propagated 
from our own breeding colonies were used. 
Randomization of mice was carried out in 
all experiments. 


. Inhibiting Epidermal Proliferation 


. Light Sources 


Ultraviolet-A Light.-A lamp (Blak-Ray, d 
Ultra-Violet | Products Inc, San Gabriel 
Calif) with maximum output in the 360-nm 
range was used and calibrated with a UV. 


A meter (Blak-Ray model J- 221). The 


entire dorsal skin surface of mice Was. 
exposed at à distance of 25 em. This gave : 


radiation dose of 6.7 joules/sq em to the- 


central. back. area in a 45-minute expo- 
sure. ^ 
Ultraviolet-B. Light.-Two lamps (West- 
inghouse F8-40) mounted 5 em apart in 
front of an aluminum reflector were use 

at.a distance of 30.em. (Under these. condi 

tions, the minimal erythema dose for skii 

of medium-pigmented white persons is 
five to ten minutes at 30 em.) We did not. 
have a photometer for measuring UV-B: 
output. These lamps emit from 275 to 380- 
nm, but they have a broad peak around 313 
nm. The entire dorsal skin surface of mice. 
was irradiated. 





Table 1 —DNA Synthesis of Normal Mouse Skin With Different Exposure 
Levels of UV-A, UV-B, and UV-C : 


Ultraviolet Light 
TUWA (targat-skin distance 


“Wwe pem. distance 
ois 30 cm) 


UV-C (target-skin distance 
is 15 cm) 


Time and Dosage of Exposure 
45 min; 6.7 joules/sq cm. 67.6 + 13.4 
0 min; 0.0 joules/sq cm 
27 min* 
9 min* 
3 min 
1 min 
0 min 
27 min; 1.16 joules/sq cm* 
9 min; 0.39 joules/sq cm* 


Disintegrations | 
/min/ug 
DNA -SD 


3 min; 0.13 joules/sq cm? 9+ 40 
1 min; 0.04 joules/sq cm* Bz 81 
0 min; 0.00 joules/sq cm 95.6 + 14. 0 





*Statistically significant depression, P < .05, as compared with 0 minute control. Normal mice 
used, five animals per group. The exposure time needed to cause substantial DNA synthesis 
depression by UV-B light is longer than three minutes and that for UV-C light is about one minute at 
distances related. Exposures to UV-A light up to 45 minutes do not depress DNA synthesis. 
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Treatment 
Anthracene only 
Anthracene plus UV-A (45 minutes) 
UV-A only (45 minutes) 
Anthracene plus UV-B (four minutes) 
Anthracene plus UV-C (45 seconds) 
UV-C only (45 seconds) 
___UV-B only (four minutes) 
|— Control (vehicle) (no UV light) 






Table 2.—Effect of Anthracene With and Without Ultraviolet (UV 
DNA Synthesis* _ 














Disintegrations/min/ 














| Mitotic 
pg DNA -SD- Index +SD 


72.0 + 18.1 


67.6 + 134 









45.8 € 97 
50.8+ 93 ND 
36.8 + 56 
72.0 + 4.7 l + 


*Five animals in each group; normal mice used. Disintegrations per minute per microgram DNA, 1 
vs 2 and 2 vs 3: P < .01; 2, 4,5, 6, and 7 vs 1, 3, and 8: P < 05. Mitotic index, 1, 3, and 8 vs 2: P < 01; 


1vs 8: P 2. 
TND, not done. 










Treatment 
1% Anthracene plus UV-A light 


1% Methoxsalen plus UV-A light 


Table 4.—Relation of Suppression of DNA Synthesis to Amount of UV-A Light 
Exposure of Skin Treated With Anthracene or Methoxsalen* 


Time of 
Exposure, min 










Disintegrations/min/;ug DNA SD 
23+ 2.4 
127+ 5.3 
204+ 4.4 
26.2 + 11.9 
48.3 + 13.4 
44.2 + 17.2 
23.1 + 3.9 
244+ 59 
28.6 + 97 
60.0 + 11.4 














“One minute of exposure gives 0.15 joules/sq cm. 
Statistically significant depression P < .02 as compared with 0 minute control. Normal mice used, 


three to four animals per group. 


. . Ultraviolet-C Light.-A germicidal lamp 
.. (General Electric G8T5) with an output of 
. 0.72 mjoules/sq em/s, as measured by a 
. UV-C meter (Blak-Ray model J-225), was 
. used at a distance of 15 em. The primary 
. Output was at 254 nm. The entire dorsal 
skin surface of the mice was irradiated. 
For all UV light sources, a dose-response 
. curve for depression of DNA synthesis in 
. mouse skin was established (Table 1). 


In Vivo Model of 
Stimulated Mouse Epidermis 


.  Epidermis previously stimulated in vivo 
by UV-C light was used for one of the 
`- experiments. The techniques used for UV- 
. C exposure resulting in the initial inhibi- 
tion with subsequent stimulation at 48 
hours of DNA synthesis and mitosis have 
been reported previously.’ 


Topical Preparations 


Anthracene (99% pure) was applied in a 
1% concentration in white petrolatum. 
_ Chlorpromazine and demethylchlortetracy- 

cline were both prepared as a 5% concen- 
tration in a vehicle of equal parts (v/v) 
ethanol and propylene glycol. One percent 
methoxsalen was used in an acetone, alco- 
hol, and propylene glycol base (Oxysoralen 
Lotion). Controls were animals to which 
either the vehicle alone or nothing was 
applied. 
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Sequence of Events 


Approximately 65 mg of the anthracene 
preparation was applied to the backs of the 
mice with a cotton applicator. Chlorproma- 
zine hydrochloride, dimethylchlortetracy- 
cline, or methoxsalen solutions, 20 pl, were 
applied in a similar way. The animals were 
immobilized for two hours and then 
exposed to the light source for the appro- 
priate time. At three hours following light 
exposure, the animals were injected intra- 
peritoneally with 25 „Ci tritiated thymi- 
dine (6 pg thymidine) and were killed one 
hour after injection by neck dislocation. 

Samples were taken at the treated site 
for determination of specific activity of 
epidermal DNA and mitotie index as 
previously published.’ Specifie activity 
was expressed as disintegrations per min- 
ute per mierogram of DNA. 


Statistical Analysis 


The Student ¢ test for unpaired data 
with a two-sided hypothesis was used. 


RESULTS 


Table 1 outlines the dose response 
for suppression of DNA synthesis by 
UV-A, UV-B, and UV-C light without 
any topical preparations applied to the 
skin. Ultraviolet-A light did not sup- 
press DNA synthesis, whereas UV-B 
light gave marked suppression be- 














Table 3.—196 Methoxsalen Plus 
UV-A Light Depresses DNA 
Synthesis in UV-C Light-Stimulated 
Mouse Epidermis* 









Disintegration’ 
/min/ug 


Treatment DNA «SD 


1% Methoxsalen solu- 
tion plus UV-A (45 











minutes) 32.1 + 14.6 
1% Methoxsalen solu- 

tion only 137.4 + 16.8 
Control (no methox- . 

salen, no UV-A) 179.4 + 29.3 





*Mice treated 48 hours previously with UV-C 
light to stimulate epidermai proliferation, UV-A 
light is required for methoxsalen depression of 
DNA synthesis. Group 1 vs 2 and 3: P < .01. 
Three animals per group. l 


tween three and nine minutes, and 
UV-C light gave suppression after one 
minute of exposure. 

Anthracene combined with UV-A 
light gave a significant depression of 
DNA synthesis and mitosis (Table 2) 
that was not seen with anthracene or 
UV-A light alone. Anthracene com- 
bined with UV-B or UV-C light was 
not significantly different (P > .1) 
from UV.B or UV.C light alone in 
suppressing DNA synthesis. Thus, 
UV-A, but not UV-B or UV.C light, 
photoactivated anthracene. Methox- 
salen also inhibited DNA synthesis 
When combined with UV-A (Table 3), 
but again, this effect was not appar- 
ent with methoxsalen alone. 

À dose response for DNA suppres- 
sion by both anthracene and methox- 
salen plus UV-A light is seen in Table 
4. Between five to ten minutes (0.75 to 
15 joules/sq cm) of UV-A exposure 
was required to give substantial 
suppression of DNA synthesis with 
anthracene. By one minute (0.15 
joules/sq em), methoxsalen had a 
notable effect. A higher dose of UV-A 
appears to be necessary to photoacti- 
vate anthracene as compared with 
methoxsalen in our experimental sys- 
tem. 

Table 5 explores the effect of two 
different phototoxie agents, chlor- 
promazine and demethylchlortetracy- 
cline, along with UV-A light on DNA 
synthesis. No significant difference is 
noted with either when compared 
with the control. 

There was a variation in the uptake 
of tritiated thymidine in controls that 
we have not been able to correlate so 
far with any particular factor. Thus, 
each experiment with each group of 
animals had to have its simultaneous 
controls and statistical significance 
determined within these 
each experiment. 










groups in 
` 
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j i /min/pg 
EIE Treatment DNA +SD 
os 
E 
. Control (vehicle only) 321 + 81 


Table 5.—Effect of Chlorpromazine, Demethyichiortetracycline, and UV-A 
Light on DNA Synthesis in Mouse Epidermis* 


Disintegrations 





*No significant differences. Chlorpromazine, ten animals per group (two experiments combined). 
Demethyichiortetracycline, five animals per group. Normal mice used. 


COMMENT 


Anthracene, coal tar, and psoralens 
have been shown to form interstrand 
cross-links between opposite strands 
of the DNA double helix when irra- 
diated with UV-A light? This sug- 
gests a mechanism by which these 
agents could inhibit DNA synthesis in 
epidermis.** Anthracene appears to 
act very similar to psoralens in that 
UV.A light is required to photoacti- 
vate anthracene and give its biological 
effect. Without UV-A, suppression of 
DNA synthesis is not seen. 

Chlorpromazine and demethylehlor- 
tetracycline are two recognized photo- 
toxie agents that, with UV-A light, 
can cause erythema and/or pigmenta- 
tion.’ However, neither drug inhibits 
DNA synthesis, suggesting that DNA 
interstrand cross-linking is not a 
major part of their photobiological 
reaction. Recent evidence indicates 
that chlorpromazine photosensitiza- 
tion is due to a stable chlorpromazine 
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photoproduct that acts on cell mem- 
branes.?'* Chlorpromazine with UV-A 
light has been shown to bind in vitro 
to denatured single stranded DNA, 
RNA, and pyrimidine and purine 
bases." This takes place much faster 
than binding to “native” double- 
stranded DNA. Chlorpromazine with 
UV-A light would not tend to bind as 
quickly to hairless-mouse epidermal 
DNA in vivo, which would exist 
primarily in the double-stranded 
state. This is in contrast with psora- 
lens and anthracene, both of which 
bind well to double-stranded DNA, 
form interstrand cross-links, and in- 
hibit DNA synthesis. 

Both psoralens and coal tar prepara- 
tions with UV-A light have been 
shown to improve psoriasis." An- 
thracene, by forming DNA inter- 
strand cross-links, and inhibiting 
DNA synthesis with UV-A light could 
also have therapeutic effieacy. Alone, 
anthracene would not be expected to 
have any effect. Combined topically 
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with UV-A light, anthracene might be 
able to slow down the rapidly prolifer- - 
ating psoriatic epidermis, decrease . 
the amount of scaling, and flatten 
thick plaques, much like psoralens and - 
coal tar preparations do. Since it is a 
white powder, anthracene would be © 
much cleaner than tar and more desir- ` 
able for psoriatic patients to use from — 
that standpoint. 

The problem of carcinogenesis with 
the use of anthracene remains. Both 
psoralens with UV-A and coal tar 
without UV-A" can cause skin tu- 
mors. Anthracene by itself doesn’t 
appear to have substantial tumor- | 
initiating effects in mouse skin. | 
However, Heller'* applied anthracene 
to mice with subsequent UV-A light 
exposure and caused necrotizing pho- 
totoxie skin reactions followed by skin 
tumors. Recently Forbes et al** looked 
at the comparative phototoxic and 
photocarcinogenic effects of long- 
term anthracene and methoxsalen | 
used topically with a xenon-are solar 
simulator, which included light from 
290 to 400 nm. Both anthracene and 
methoxsalen were phototoxic in this 
system, but while methoxsalen aug- 
mented photocarcinogenesis, anthra- 
cene did not. The possibility exists — 
that anthracene with UV-A light 
might be an effective topical treat- 
ment for psoriasis, and the combina- 
tion may have less potential for photo- . 
carcinogenesis than psoralens with 
UV-A light. E 
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Interdigital Athlete's Foot 


The Interaction of Dermatophytes 
and Resident Bacteria 


. James J. Leyden, MD, Albert M. Kligman, MD, PhD 


* Quantitative cultures in 140 cases of 
g interdigital "athlete's foot" established 
. thefollowing clinical-microbiological cor- 
relations. In 39 cases of mild, scaling, 
relatively asymptomatic variety, fungi 
were recovered in 84% of cases. As the 
disease progressed to maceration, hyper- 
-- keratosis, and increased. symptoms, re- 
covery of fungi fell to 55% in moderately 
. Symptomatic and to 36% in severe cases. 
_ Symptomatic cases had increasing num- 
 bers of resident aerobic organisms, 
particularly large colony diphtheroids. 
Experimental manipulations of the inter- 
space microflora in volunteers, monitored 
with quantitative cultures, demonstrated 
that. symptomatic, macerated, hyperkera- 
-totic process results from an overgrowth 
Of resident organisms if the stratum 
: corneum barrier is damaged by preexist- 
_ ing fungi, while overgrowth of the same 
_ organisms in normal, fungus-free inter- 
experiments support the conclusion that 
-athlete's foot represents a continuum 
from a relatively asymptomatic, scaling 
eruption produced by fungi to a sympto- 
matic, macerated, hyperkeratotic variety 
| that is caused by an overgrowth of bacte- 
ria 
-— (Arch Dermatol 114:1466-1472, 1978) 


. Accepted for publieation May 31, 1978. 
. . From the Department of Dermatology, Duhr- 
ing Laboratories, University of Pennsylvania 
School of Medicine, Hospital of the U niversity of 
Pennsylvania, Philadelphia. 
Reprints not available, 
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he term “athlete’s foot" was 
created to describe the itchy, 
scaly, toe-web lesions to which male 
athletes are particularly prone. The 
clinical spectrum of interdigital ath- 
lete’s foot ranges from mild scaling 
(Fig 1) to a painful, exudative, erosive, 
inflammatory process with fissuring 
(Fig 2). The most familiar type is 
characterized by scaly, soggy, whitish 
hyperkeratotic toe webs associated 
with pruritus and foul odor (Fig 3). 
Textbooks of dermatology always 
discuss interdigital athlete’s foot in 
the chapter on superficial fungus 
infections; various dermatophytes are 
cited as causative." It is established 
dogma that athlete’s foot is a ring- 
worm infection. 
This tidy concept is spoiled by the 


repeated finding that dermatophytic | 


fungi frequently cannot be isolated or 


demonstrated in severe cases. The 
recovery of fungi from clinically 


abnormal interspaces has been sur- 
prisingly low, ie, in most studies the 
recovery was less than 25%, with the 
exception of the reports of Marples 


and Bailey* (58% recovery) and En- 
glish and Gibson’ (34%) and Goto 
(61%). Table 1 summarizes the clinical 
and mycologie data of different inves- 
tigators.""" The observations of Gen- _ 
tles and Evans" accentuate the dis- | 
crepancy between overt clinical dis- 


ease and the absence of fungi. These 
authors found that fully 41% of the 
fourth interspaces showing typical 
peeling and scaling were mycological- 
ly negative, and fungi were recovered 


from 21% of normal interspaces. If —— 


dermatophytes are truly causal 


agents, one may. wonder why they are 
so often absent. Furthermore, ring- 


Pseudomonas, 


worm fungi DES ‘been ‘found: 


normal interspaces; in one series, un l 


to 9% of the normal M had 
the fungi. (Table 1)... 


Another disturbing feature is the 


slow and largely unimpressive thera- 
peutic response to potent antifungal 
agents, such ; toln ftate despite its 
demonstrated — ability to penetrate 
skin,” Except for cases complicated by 
highly virulent organisms, a contribu- 





tory role. for bacteria has been - 
completely. ignored. Marples and Bai- 

ley found Staphylococcus aureus in ^. 
64% of abnormal, sy ymptomatic inter- | 





spaces; in 47%, both S. 


dermatophyte were recovered. à While TE 


it is recognized that S aureus and 


B-hemolytic streptococci may occa- ^^ — 
sionally cause a secondary pyoderma, ^. 


neither we nor others have found such _ 
a high prevalence of virulent cocci. In - 


unusual cases with erosions and vivid 
inflammatory signs, ` ‘Gram-negative 
organisms, especially Proteus and 
may produce a dis- 
abling disease. ^ 

We describe. studies that demon- 


strate that resident bacteria play an 
. important role in producing the signs 
and symptoms of the familiar ty pe of | 
athlete’s foot. To regard the disease as 
solely a fungus infection is a gross 
oversimplifieation: that has adversely 


affected diagnosis and treatment. 


CLINICAL-MICROBIOLOGICAL 
| , CORRELATIONS | 


We a wanted to characterize the 
microflora for the different clinical expres- 


sions of athlete's foot. Quantitative bacte- 


rial eultures were obtained by a modifica 
tion of the detergent-scrub technique 0. 


Athlete's Foot-Leyden & Kligman — 





Ts a n3 PR Fer SF =F ey ee eee Je TDOEAWE 7 = 2 - 
E A. , i uo mer wre VW ur T 
> : ~ | e 








Fig 3.—Dermatophytosis complex showing 
hyperkeratotic, macerated plaque asso- 
ciated with marked pruritus. Fungi are less 
commonly recovered; symptomatic lesion 
due to overgrowth of resident aerobic 
diphtheroids. 


Fig 2.—Intense inflammation with painful 
erosion due to overgrowth of Pseudomon- 
as sp. 


Fig 1.—Dermatophytosis simplex showing 


relatively asymptomatic, dry, scaling erup- 
tion; fungi readily recovered. 


Fig 4.—Dermatophytosis complex showing 
hyperkeratotic plaque with greenish hue 
due to Pseudomonas. Fungi recovered 
from dry, scaly areas peripheral to sympto- 
matic plaque. 





Fig 5.—After ten days of occlusive dress- 
ing, dry, scaling eruption (dermatophyto- 
sis simplex) has been converted to symp- 
tomatic, hyperkeratotic, macerated inter- 
space (dermatophytosis complex). 





Gram-negative organisms were identified 
by colonial morphology. Candida albicans 
was identified by germ-tube formation 
after incubation in human serum for four 
hours. 


Table 1.—Reported Frequency of Dermatophytes 
in Normal and Abnormal Interspaces 


Prevalence 
of Fungi 
in Normal 
Interspaces, % References 


Marples and 
Chapman* 


Marples and 
Bailey* 


Prevalence of 
Fungi in 
Abnormal 

Interspaces, % 


Prevalence of 
Abnormal 
Interspaces, 96 


Population, Subjects 
Ages (No.) 


Children, 11-14 yr The participants in this study were paid, 


male volunteers, who were either college 
students or prisoners. The latter group 
included blacks and whites, while the form- 
er group was comprised mainly of whites. 
The manifestations were similar in both 
races. We recognized four clinical types as 
follows: 

1. Normal—no changes and no history of 
athlete's foot. 

2. Dermatophytosis simplex—scaling and 
peeling without inflammatory signs and 
without symptoms (Fig 1). 

3. Dermatophytosis complex-the  cus- 
tomary form showed white maceration and 
soggy scaling, accompanied by itching and 
bad odor (Fig 3). Severe expressions 
included redness, edema, tenderness, and 
fissuring. 


Adults, male and 
female (175) 


12.5 (asymptomatic 
subjects) 
58 (symptomatic 
subjects) 
Children, 7-14 yr 
(4,794) 
Military recruits 
(871) 
Military recruits 
(210) 
College students 
(568) 
Adult males (2,101) 


English and 
Gibson* 


Ajello et al’ 
Davis et al* 


Marples and 
DiMenna* 


Holmes and 
Gentles"? 


Goto* 


Adult males (201) 





Williamson and Kligman.'* A sterile cotton 
tip applicator, moistened in 0.1% Triton- 
X-100 was rotated vigorously 20 times in 
the interspace and inserted into 0.5 ml of 
0.1% Triton-X-100. Serial dilutions were 
made in 0.05% buffered Triton-X-100 and 
drop-plated onto the following media: tryp- 
ticase soy agar (TSA); TSA with lecithin 
and polysorbate 80 (Tween-80); McCon- 
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key's selective agar for Gram-negative 
organisms; and Sabouraud’s and Littman’s 
media for yeast and fungi. Cocci were 
identified only to the extent of being 
coagulase-positive (S aureus) or coagulase- 
negative. Diphtheroids were classified as 
lipophilie if growth was enhanced by poly- 
sorbate 80 or as large colony type if unsup- 
plemented media produced large colonies. 


4. Gram-negative athlete's foot—the in- 
terspace was foul smelling, whitish, pain- 
ful, strongly macerated, and hyperkeratot- 
ic with erosions, exudation, and intense 
inflammation and often was disabling (Fig 
2). (Such cases are rare. We studied only 
two of this variety.) 

A more common variety was a thick, 
hyperkeratotic plaque-like lesion which 
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frequently had a greenish tinge, was high- 
ly pruritie and malodorous, and at times, 
was painful (Fig 4). We studied five such 
cases. 


Results 


The results are summarized in 
Table 2. In 48 normal persons, the 
mean count of aerobic bacteria per 
interspace was 14,130,000 organisms. 
Cocei and diphtheroids were present 
in every case, with lipophilic diphthe- 
roids predominating. Gram-negative 
organisms were found in low numbers 
in 10%. Candida sp other than C albi- 
cans were present in 18% but were 
very sparse. Neither S aureus nor 
dermatophytes were recovered in any 
of the 48 subjects. 

In 39 subjects with dermatophytosis 
simplex, the mean count of aerobic 
organisms was 29,510,000. Again cocci 
and diphtheroids were present in all 
cases; diphtheroids constituted 87% of 
the total flora, with lipophilic strains 
predominating. Staphylococcus aur- 
eus was found in 7.7% of the inter- 
spaces, and when present, it consti- 
tuted 4.1% of the total flora (more 
than 10° per interspace). Gram-nega- 
tive organisms were found in 18% of 
the interspaces but again, in a rela- 
tively low percentage of the total 
flora. Dermatophytie fungi were re- 
covered in 84.6% of interspaces. These 
were either Trichophyton mentagro- 
phytes or T rubrum. 

In 43 subjects with moderate der- 
~-matophytosis complex (scaling and 
maceration) the mean count was 
. 94,950,000 organisms. Again, aerobic 
. eoeci and diphtheroids were found in 
every interspace, and diphtheroids 
were predominant (88% of the total 
flora). In this group, there was a shift 
in the composition of diphtheroids 
recovered, Large colony diphtheroids 


were much. more common that - in 


normal interspaces or in those with 
dermatophytosis simplex (70% vs 20% 
and 30%, respectively) and constituted 
more than 30% of the total flora when 
present. Staphylococcus aureus was 
found in 4.7% and constituted 9.8% of 
the total flora (more than 5 x 10° 
organisms). Proteus sp were recovered 
in 11.6% of cases while other Gram- 
negative organisms were isolated in 
18%, both in low numbers. Dermato- 
phytes were recovered from 55.8%. 

In 58 subjects with more severe 
dermatophytosis complex (marked 
whitish, soggy maceration, strongly 
symptomatic) the mean count was 
182,000,000 organisms, with cocci and 
diphtheroids present in all cases. 
Again the diphtheroids predominated 
(92.9%) with mostly  large-colony 
strains. Staphylococcus aureus was 
found in 11% of the subjects and 
constituted 3.7% of the flora when 
present. Proteus sp were recovered in 
34.5%, and Pseudomonas in 24.1%, 
while other Gram-negative organisms 
were found in 64.5%. When present, 
Proteus sp represented 2.5% of the 
total flora (2 x 10° organisms). Der- 
matophytes were found in 386% of 
these markedly abnormal interspaces. 
In Gram-negative athlete's foot, Pseu- 
domonas sp was always recovered in 
high numbers and was the dominant 
organism. Our patients were mostly 
similar to those reported by Amonette 
and Rosenberg. Two subjects had 
thick, greenish, ^ hyperkeratotie 
plaque-like lesions (Fig 4) resembling 
the cases reported by Taplin et al.” 
Fungi were demonstrable in about 
one third of these cases. However, 
biopsy specimens of three severe cases 
showed sparse fungus filaments in the 
deeper recesses of the thick stratum 
corneum, 


Discussion J 


The normal fourth interspace su 
ports large numbers of aerobic organ- 
isms (geometric mean of 14,130,000 
organisms), which undoubtedly re- 
fleets the semiocclusive anatomical 
setting, abundant eccrine sweat 
glands, and the added occlusion pro- 


vided by shoes. Aerobic diphtheroids, 


mainly lipophilie strains, are predomi- 
nant. Dermatophytes were not recov- 
ered. Other investigators have found 
fungi in 1% to 9% of normal spaces. 
Perhaps our criteria for normal were 
more stringent in that they included 
no present or past signs or symp- 
toms. 

In abnormal interspaces, dermato- 
phytes were recovered from 85% of 
those with simple peeling (dermato- 
phytosis simplex) but much less 
frequently from symptomatic macer- 
ated interspaces. In these cases, the 
flora was almost totally dominated by 
large colony diphtheroids. 

In severe dermatophytosis complex, 
there was a further increase in the - 
number of organisms and almost total 
dominance by large colony diphthe- 
roids. 

We derived the following generali- 
zations from this clinieal-mierobio- 
logic survey: (1) The recovery of fungi 
decreases as athlete's foot becomes 
progressively more severe. (2) The 
aerobic microflora expands as the 
disease becomes more and more 
serious. It should be stressed that cocci 
and diphtheroids were recovered from 
all cases of symptomatic athlete's foot 
and that these are the same organisms 
that inhabit the normal interspace. (3) 
Lipophilie diphtheroids dominate the 
flora in the normal interspace and in 
dermatophytosis simplex. With in- 
creasing severity of signs and symp- 
toms, large-colony diphtheroids as- 


Table 2.—Prevalence and Percentage of Microorganisms in Interdigital Spaces* 


Normal 
(n = 48) 
14,130,000 


Organism 


Total aerobic flora 
Coagulase-negative cocci 100 


Staphylococcus aureus 
Aerobic diphtheroids 
Lipophilic diphtheroids 
Large-colony diphtheroids 
Gram-negative bacteríat 
Proteus sp 
Pseudomonas sp 0 
Candida albicans 0 
Candida sp 
Dermatophyte 0 





100 (77.2) 
90 (75.1) 


18.7 (0.02) 





Scaling and Peeling 
Dermatophytosis Simpiex 
(n = 39) 

29,510,000 
100 (12.9) 


7.7 (4.1) 
100 (87) 
92 (78.2) 


17.9 (0.06) 





0 

0 

2.6 (0.02) 
84.6 


Macerated, Symptomatic 
Dermatophytosis Complex 


54,950,000 


Severe Maceration 
Dermatophytosis 
Compiex 
{n = 58) 

182,000,000 
100 (3.98) 
19 (3.75) 


(n = 43) 
100 (16.1) 


100 (82.9) 
90 (50.3) 
70 (32.6) 
18.6 (0.92) 
11.6 (7.89) | 345 (2.51) — 
0 24.1 (7.72) 
0 0 

11.6 (0.07) 6.7 (0.001) 

55.8 36.2 











"Values given indicate the geometric mean; percent composition, when present, is given in parentheses. 
tEscherichia coli, Klebsiella, and Enterobacteria. 
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. sume dominance. (4) Staphylococcus 


. Nereus was present in substantial 
umbers in 4% to 19% of dermatophy- 


tosis complex having a greater preva- 

- derce with increasing severity. (5) The 
de prevalence of Gram-negative organ- 
<> isms increased with increasing severi- 
-. ty. (6) In the most severe cases of 
^ -dermatophytosis complex, appreciable 
numbers of Pseudomonas and Proteus 
“gp were isolated, but these accounted 
for less than 10% of the flora. (7) 
Yeast-like fungi were uncommon and 
not numerous. Candida albicans was 
not recovered. (8) In Gram-negative 
athlete's foot, Pseudomonas and Pro- 

teus sp are the dominant organisms. 


EXPERIMENTAL MANIPULATION 
OF THE MICROFLORA 
Effect of Occlusion on Normal 
and Fungus-Infected Interspaces 


Ten volunteers with normal interspaces, 
free of fungi by culture and microscopic 
examination (KOH), and 20 volunteers 
with sealing, mycologically positive inter- 
spaces bilaterally (dermatophytosis sim- 
plex) had both feet occlusively wrapped 
with layers of impermeable plastic film. 
The toes and the foot were entirely eneased 
by the film, which was then firmly secured 
by several layers of adhesive tape. These 
watertight dressings were left in place for 
ten days; shoes were worn during this 
period. The interspaces were quantitative- 
ly sampled before and immediately after 
removal of the dressings. In both groups, 
all the interspaces on one side were treated 
daily with 15 g of povidone-iodine (Beta- 
dine) ointment followed by 15 g of 1% 
chloramphenicol ointment. This was done 
to prevent the expansion of the mieroflora 
under the dressing. The control foot was 
undressed daily for the same amount of 
time required to apply the antimierobial 
agents to the opposite foot and was imme- 
diately resealed with the plastic film. 

Results.—-The results are summa- 
rized in Table 3. Normal interspaces 
occluded for ten days showed a great 
increase in the number of bacteria, 
with a geometric mean count of 10* or- 





Mycologic Aerobic 
Status Treatment, N Fiora” 
Positive Occlusion, 20 8.61 
Positive Occlusion and 5.51 





antimicrobial 
agents,t 20 


Occiusion, 10 






Negative 












Occlusion and 
antimicrobial 
agents,t 10 


Negative 





*Mean expressed as logarithms. 
tPovodine-iodine and chloramphenicol. 
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ganisms, which were mostly aerobie 
large-eolony diphtheroids. The gross 
changes were minor; the interspaces 
were white, moist, and malodorous. 
These changes reverted to normal 
within two days after unwrapping. 
Normal interspaces that were treated 
with the antimicrobial combination 
showed the same clinical picture. 
However, the mean density fell from 
10° organisms per interspace to 10°, a 
1,000-fold lowering. 

Fungus-infected interspaces that 
had been occluded for ten days devel- 
oped a soggy, white, hyperkeratotic, 
macerated appearance that was ac- 
companied by a very disagreeable 
odor and notable pruritus and discom- 
fort (Fig 5). Of the 20 subjects, an 
intensive search for fungi by culture 
and KOH examination revealed der- 
matophytes in only eight subjects. 
The main change in the microflora 
was a sharp increase in aerobic, large- 
colony diphtheroids. In the fungus- 
infected group that was treated with 
the antimicrobial combination, the 
clinical appearance was similar to 
occluded normal interspaces, ie, mere- 
ly a whitish, moist appearance. Within 
three to four days, these interspaces 
returned to the original status of 
dermatophytosis simplex. The aerobic 
flora, particularly the diphtheroids, 
was effectively held in check by the 
antibacterial regimen. 


Discussion.—Superhydration of nor- 
mal interspaces by prolonged oeclu- 
sion resulted in a great increase in the 
native microflora, but the gross 
effects were really negligible, ie, 
merely a whitish, moist appearance 
that could be attributed to swelling of 
the horny layer by water. Whether the 
resident bacteria were allowed to 


proliferate or were held in check by an 


antimicrobial agent made no differ- 
ence. The interspaces dried to the 
original condition within two to three 


Table 3.—Effect of Occlusion With and Without Antimicrobial Treatment 


Gram- 


Negative Status 
Diphtheroids * Cocci* Organisms* Postocciusion Clinical Appearance 
8.01 5.47 6.1 8/20 Heavy maceration, hyperkerato- 
sis, intensely symptomatic last- 
ing 7 to 10 days 
2.97 4.99 5.11 19/20 Mild peeling, slight maceration, 








Mycologic 








































days itur removing thes alin 
dressing. By contrast, fungus-in- 
fected interspaces showed a great- 
intensification of signs and symp- 
toms, with the rapid development of - 
maceration, malodor, and pruritus. 
There was a huge increase in the 
resident diphtheroids, while fungi- 
could no longer be demonstrated in 
the majority of cases. This transfor- 
mation to a symptomatic disease was. 
completely inhibited when antibacte- 
rial treatment prevented the prolifer- 
ation of diphtheroids. 

Despite the mild clinical appearance . 
of dermatophy ‘tosis simplex, the horny — 
layer barrier is evidently damaged by E 
keratinolytic fungi. The barrier is 
doubtless more permeable to noxious 
substances produced by the resident 
microbial flora. Prolonged hydration 
favors a great increase in large-colony | 
diphtheroids, and produets of these. 
organisms evidently diffuse through 
the weakened barrier and cause symp- 
tomatic disease. We would emphasize 
that the difficulty of demonstrating . 
fungi in dermatophytosis complex: 
does not signify their absence. They 
appear to be forced deeper into the- 
thickened stratum corneum. Scrap- 
ings sample only the outer horny. 
layer. Biopsies are required to show 
these deeper lying fungi We have . 
observed filaments in biopsy speci- 
mens from symptomatic athlete's foot- 
when cultures and KOH mounts were. 
negative (unpublished observations). : 
In keeping with these observations is 
the redevelopment of mycologically 
positive dermatophytosis simplex. 
when the interspace is allowed ud 
dry. 


Role of Gram-Negative Organisms E 


To estimate the importance of Gram- 
negative organisms in dermatophytosis. 
complex is difficult. We observed a preva- 
lence of 10% of these organisms in low. 
numbers in normal feet. These increase in. 
















returned to dry, scaling in 2 
days 
Mild maceration. Normal in 1 to 
2 days 
Mild maceration. Normal in 1 to 
2 days 
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o the presence of disease. Subjects with 
Proteus sp and Pseudomonas sp as the 
- dominant organisms are the ones with the 
most intense clinical disease. The question 
arose as to whether Gram-negative orga- 
nisms could cause disease in the absence of 
fungi. To gain a better understanding of 
. how Gram-negative organisms might 
cause damage to toe webs, we created a 
. Situation in which these organisms could 
. proliferate but Gram-positive organisms 
could not. Five subjects with clinically 
normal, mycologically negative inter- 
Spaces, and five subjects with mycological- 
ly positive dermatophytosis simplex had 
both feet occluded for ten days as described 
. above. The interspaces of one foot were 
.. treated daily with 15 g of a 5% hexachloro- 
. phene in carbopol gel while the other foot 
-.was treated with the gel alone. 
. . Results.—The results are summa- 
. rized in Table 4. In the presence of 5% 
| hexachlorophene, ^ dermatophyte-in- 
. fected interspaces developed a notable 
 hyperkeratosis, maceration, and ery- 
thema; in two cases, all interspaces 
developed an overgrowth of Pseudo- 
monas sp. Normal interspaces, on the 
. other hand, showed nothing but a 
. whitish, moist appearance even 
. though there was a comparable over- 
growth of Pseudomonas sp. This 
regressed swiftly, leaving a normal 
— interspace. Fungally infected inter- 
spaces that did not receive hexachloro- 
phene behaved in the manner already 
| described. The interspace became 
macerated, hyperkeratotic, foul-smell- 
. Ing, and intensely pruritic—the typical 
. transformation from dermatophytosis 
simplex to dermatophytosis complex. 


. BDiscussion.—This experiment dem- 
-onstrated that Gram-negative orga- 
nisms, even Pseudomonas sp, have a 
limited capacity to induce damage in 
normal interspaces. Even though 
large numbers of Pseudomonas were 
present after ten days of occlusion, no 
notable changes occurred in those 
persons with normal interspaces. The 
stratum corneum of this region is 
thick and apparently affords enough 
protection. Perhaps with longer peri- 






Total 
Aerobic 
Count* 


Mycological Status 
and Treatment 

KOH (+) 5% hexachio- 
rophene in gel 
















KOH (+) gel only 


rophene in gel 


“Expressed as logarithm mean. 
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Cocci* 





8.06 |... 49 
KOH (—) 5% hexachio- 8.36 4.3 


KOH (—) gel only 8.65 5.9 


ods. of occlusion or ^ 
emersion in water, enough damage to 
the horny layer would have occurred 
to permit the overgrowth of Pseudo- 
monas to induce clinical signs and 
symptoms. Taplin et al have demon- 
strated such a sequence of events in a 
military population." Prior to a train- 
ing expedition in swamp lands, Gram- 
negative organisms from toe web 
spaces were yielded from only two of 
76 soldiers, but after 19 days in the 
swamps, nearly 859; of the soldiers 
had Pseudomonas sp recovered from 
hyperkeratotic, malodorous, often 
painfully fissured interspaces. Fun- 
gus-infeeted interspaces (dermato- 
phytosis simplex) behaved entirely 
differently when an overgrowth of 
Pseudomonas sp occurred. Severe dis- 
comfort, marked maceration, and hy- 
perkeratosis developed, with substan- 
tial erythema. Again, the presence of 
fungi by themselves was capable of 
inducing only a mild clinical disease of 
scaling, but sufficiently damaged the 
horny layer so that an overgrowth of 
Pseudomonas was capable of produc- 
ing a severely symptomatic lesion. 


Effect of Partial Occlusion 


These experiments were deliberately 
extreme. However, the results do not 
necessarily apply to naturally occurring 
infections. The following experiment was 
designed to test whether the experimental 
findings were relevant to clinical experi- 
ence, 

Seven subjects with dermatophytosis 
simplex of the fourth interspaces, and five 
subjects with normal interspaces had the 
fourth and fifth toes taped together for 
seven days with the ends of the toes 
exposed (semiocelusion). Quantitative cul- 
tures and clinical assessments were made 
after the seven-day period. Another five 
subjects with dermatophytosis simplex had 
the fourth and fifth toes of both feet taped 
together for seven days. Each day, one foot 
received 5 g of 1% pyrithione magnesium 
in hydrophilic ointment, and the other foot 
was treated with 1% tolnaftate. The former 


1s a broad-spectrum antimicrobial with 


antibacterial and antifungal properties, 


Table 4.—Role of Gram-Negative Organisms | 


Total 
Gram-Negative 


Diphtheroid* Bacteria* 








8.0200 4.800 


4.0492 8.056 


8.0300 5.610 


ith. eütistant i 


Pseudomonas* 





0.0000 
8.0240 


0.0000 





while the latter lis iil antifungal proper- . 


ties. . 
Results.—The results were similar wg 
those obtained with more severe and 
prolonged occlusive dressings (Table 
5) Fungally infected interspaces de- 
veloped maceration, hyperkeratosis, 
erythema, and increased itching. In- 
terspaces free of fungi showed essen- 
tially no clinieal changes. Fungally 
infected interspaces treated with a 


broad-spectrum agent, such as pyri- 


thione magnesium, not only did not 
show an increase in clinical signs but 
actually showed clinical improvement 
with a concomitant suppression of the 
aerobic bacterial flora as well as 
dermatophytes. Interspaces treated 
with tolnaftate showed a decrease in 
the recovery of fungus, but the signs 
and symptoms actually increased 
moderately. The expansion of resident 
bacteria was sufficient to intensify 
the disease despite suppression of the 
dermatophyte. 


Discussion.—These experiments are 
in agreement with the earlier find- 
ings. With occlusion, fungally infected 
interspaces show increased macera- 
tion, hyperkeratosis, and symptoms 
aecompanied by an overgrowth of 
resident aerobic organisms. A pure 
antifungal medication will not block 
the progression from an asymptomat- 
ic fungal infection (dermatophytosis 
simplex) to a symptomatie, macerated 
interspace  (dermatophytosis com- 
plex), though the final state is less 
severe. On the other hand, suppress- 
ing the overgrowth of the resident 
bacterial flora and simultaneously 
restraining fungal growth prevents 
this transformation. 


Comparison of Antifungal, 
Antibacterial, and 
Combined Therapy 


In the final set of experiments, patients 
with bilateral, equivalent interdigital ath- 
lete’s foot were given one of the following 
medications twice daily: (1) 1% tolnaftate 
(solely antifungal); (2) 1% neomycin sulfate 











Clinical Appearance 
Severe hyperkeratosis, macera- 
tion and erythema: persisted 7 
to 10 days 
Marked hyperkeratosis, macera- 

tion lasting 7 days 
Whitish, slightly macerated ap- 
pearance; normal in 2 days 
Whitish, slightly macerated; nor- 
mal in 1 to 2 days 
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^ «in hydrophilic ointmerit (solely antibacter- 

io or (3) a combination of the two. Five 

atients with dermatophytosis simplex and 

five with dermatophytosis complex were 

studied for each treatment. The fourth 

oo jntemspaces were sampled quantitatively 

_.. fer bacteria before and after one and two 

. weeks of therapy; clinical assessment was 
-made at the same times. 


Results.-The results are summa- 
rized in Table 6. 


Discussion.-A purely antifungal 
agent, such as 1% tolnaftate, produced 
clinical improvement only in the dry, 
scaling form of athlete’s foot (derma- 
tophytosis simplex). In the sympto- 
matic, wet macerated form (dermato- 
phytosis complex), no clinical improve- 
ment occurred. Neomycin, on the 
other hand, was beneficial only in the 
wet, macerated form. The combina- 
tion of tolnaftate and neomycin was 
the most effective in both forms. 






COMMENT 

These studies have led us to the 
following views regarding the patho- 
genesis of interdigital athlete’s foot. 
The primary event is the invasion of 
the horny layer by dermatophytes. 
This state is manifested as mild to 
moderate peeling, mostly without 
symptoms. As a result of hot weather, 
sweating, exercise, or tight shoes, 
enough moisture accumulates to stim- 
ulate an overgrowth of bacteria. In 
wet toe webs, the number of aerobic 









Total 
Mycological Status Aerobic 
and Treatment Count 


KOH (+) occlusion 20.0 x 10° 





4.68 x 10* 
12.3 x 10* 


KOH (—) occlusion 
KOH (+) pyrithione 
| magnesium 

KOH (+) 1% toinaftate 







11.1 x 10° 








Pretreatment 






Clinical Type/Treatment TA* 


Dermatophytosis simplex 







1% Tolnaftate 7.6240 
196 Neomycin sulfate 7.1070 
1% Neomycin sulfate and 7.1816 
1% toinaftate 
° Dermatophytosis complex 
196 toinaftate 8.3120 
196 Neomycin sulfate 8.7130 
1% Neomycin and 1% 8.0170 


toinaftate 
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Fungus TA 








bacteria may increase by two to three 
orders of magnitude. Hydration and 
an enormous population of resident 
microbes are not sufficient to produce 
disease by themselves. When normal 
interspaces are superhydrated, very 


little change occurs despite a great | 


growth of bacteria. Prior damage to 
the horny barrier by fungi is a precon- 
dition for aggravation. Asymptomatic 


 dermatophytosis simplex frequently 


transforms into symptomatie derma- 
tophytosis complex. Flare-ups are 
eommon in the summer and can be 
experimentally induced by occlusion 
of fungus-infected feet. As the simple 
disease converts to a wetter, more 
symptomatie form, recovery of fungi 
becomes increasingly difficult. We 
have biopsied interspaces in which 
fungi could not be demonstrated by 
culture of microscopie examination, 
and sparse filaments could regularly 
be found in the deepest portion of the 
horny layer. The stratum corneum in 
this region may be as thick as 400 to 
500 u. If the symptomatic interspace is 
"dried out," dermatophytosis simplex 
reappears, and fungi again become 


demonstrable in scrapings. This labili- 


ty and chronicity of athlete’s foot are 
thoroughly appreciated by clinicians. 

The difficulty of demonstrating 
fungi when dermatophytosis simplex 
eonverts to dermatophytosis complex 
was earlier demonstrated by Strauss 
and Kligman,’* who kept the feet 


Table 5.—Effect of Semiocclusion. 








Preocclusion 
—ÓM——— 
Total 
Clinical Aerobic 
Fungi Appearance Count 
7/7 Scaling 42.3 x 10° 


23.2 x 10° 
7.8 x 10° 


Normal 
Scaling 


0/5 
5/5 










Scaling 28.6 x 10* 


Table 6.—Organism Count Pretreatment and Posttreatment 


7 Days Therapy 


Fungus Clinical State 





5/5 7.46 3/5 5096 improved 
5/5 5.0792 5/5 No change 
5/5 4.5052 2/5 5096 improved 
2/5 8.4771 1/5 No change 
4/5 5.505 . 4/5 2096 improved 
2/5 4.3802 2/5 40% improved 


*Total aerobic count per interspace expressed as logarithmic mean. 








without them dermatophytosis com- 


phytosis complex, a pure antifungal | 
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completely: occluded for prolonged 
periods. We believe we have offered a- 
satisfactory explanation for the par- 
adox that stimulated us to undertake 
this work, namely, the frequent 
inability to find fungi in typical cases 
of interdigital athlete's foot. We have 
not overturned the doctrine that 
athlete's foot is caused by fungi. 
However, fungi alone are not suffi- 
cient to produee a notable clinical 
disease. Baeteria play a decisive role; 





plex eannot develop. 

Strong support for the role of bacte- 
ria in symptomatic athlete's foot | 
comes from experiments in which . 
patients were treated with either topi- : 
cal antifungal agents, topical antibio- 
tics, or the combination. In dermato- 


agent like tolfnaftate brings about a 
slow, modest improvement during a 
two- to three-week treatment period. . 
On the other hand, agents that are | 
purely fungistatic greatly improve the 
dry, scaly variety in which fungi are 
the major causal force. Topical anti- 
bacterial agents alone produce defi- 
nite clinieal benefit of dermatophyto- 
sis complex within a short time. As the 
interspaces objectively and subjec- 
tively improve, it becomes increasing- - 
ly easier to demonstrate fungi. The 
final picture, weeks later, is typical 
dermatophytosis simplex. The disease . 
in short is not cured, merely curbed. A ~ 








7 Days Postocciusion 


Clinical 
: Appearance 
increased scaling, maceration, 
erythema and pruritus 
Unchanged 
No scaling, no symptoms 


Fungi 
6/7 























0/5 
1/5 








increased scaling and maceration. — 









14 Days Therapy 





Fungus Clinical State 





7.32 1/5 7596 improved 

4.64 5/5 No change 

3.505 1/5 7596 to 10096 improved 
8.62 2/5 No change 

4.68 3/5 50% improved 

2.6990 1/5 75% improved 
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ombination of an antibiotic and an — 


antifungal (either by two separate 
agents or by the new broad-spectrum 
. topical agents, such as miconazole 
nitrate and clotrimazole) results in 
: $Swifter and greater resolution of 
signs and symptoms. Other maneu- 
. vers, such as removal of shoes and 
^ separation of interspaces with soft 
. pads, lead to a decrease in the amount 
. of moisture and a corresponding clini- 
eal improvement. The bacterial popu- 
lation declines sharply as the inter- 
spaces dry. Treatments that simulta- 
neously suppress bacteria and fungi 
as well as produce a local drying or 
astringent effect would be expected to 
be the most efficacious, since they 
attack all aspects of the disorder. A 
30% concentration of the hexahydrate 
form of aluminum chloride will pro- 
duce resolution of macerated, hyper- 
keratotie interspaces after seven to 
- ten days of twice-daily application.” 

We see dermatophytosis simplex as 
a pure fungus infection, a trivial 
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condition by i itself. However, whenev- | 


er the interspaces become hydrated, 
bacteria grow rapidly and reach densi- 
ties of millions per interspace. Typi- 
cally, these organisms are part of the 
resident microflora, ie, they are main- 
ly coeci and diphtheroids. Thus, the 
ordinary form of dermatophytosis 


complex represents a collaboration — 


between dermatophytic fungi and 
large-colony diphtheroids. In the more 
severe cases of dermatophytosis com- 
plex, Gram-negative organisms in- 
trude and add to the manifestations 
and to symptoms. The most severe 
form of dermatophy tosis complex 
occurs when there is an overgrowth of 
Pseudomonas sp, which produces an 
extremely painful, erosive, purulent 
interspace that can be incapacitating 
(Gram-negative athlete’s foot). In 
these cases, therapy must include 
anti-Pseudomonas tacties, such as ace- 
tic acid compresses, topical antibio- 
ties, and even systemic antibiotics in 
the worst cases, as well as the 
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symptomatic interspace, Gram-nega 
tive organisms, including Pseudomon- 
as sp and Proteus sp, may contribate 
to the signs and symptoms, but these 
organisms do not constitute a full- 
blown Gram-negative infection. In 
the usual case of dermatophytosis 
complex, the Gram-negative organ- 
isms represent a small fraction of the 
total flora, while in the true Pseudo- 
monas infection, Pseudomonas sp pre- 
dominate. 
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= Concurrent Localized Scleroderma 


and Discoid Lupus Erythematosus 


Cutaneous ‘Mixed’ or ‘Overlap’ Syndrome 


Pablo Umbert, MD, R. K. Winkelmann, MD, PhD 


e Four patients with concurrent, 
chronic, progressive, localized scleroder- 
ma and discoid lupus erythematosus were 
studied; the condition originated as linear 
scleroderma in three of them. Three of the 
four patients were young females at the 
onset of the first skin disease. Dermato- 
pathologic study confirmed the scleroder- 
ma and lupus erythematosus (LE). Direct 
immunofluorescence showed a positive 
band test in three cases. Unusual serolog- 
ical results included a positive LE clot test 
in three cases, a positive extractable 
nuclear antigen test in one case, and a 
negative antinuclear antibody test on 
repeated occasions in all four cases. Rare 
cutaneous disease similar to systemic, 
“mixed,” or “overlap” connective tissue 
disease exists and offers an opportunity 
to study unusual immunologic and patho- 
logical events in both scleroderma and 
LE. 

(Arch Dermatol 114:1473-1478, 1978) 


[yes lupus erythematosus (DLE) 
and localized scleroderma or 
morphea are chronic cutaneous dis- 
eases that involve skin and subcuta- 
neous tissues. Only occasionally does 
either disease become associated with 
systemic diseases of the same type. 
Epstein and Tuffanelli' noted that 
DLE progressed to systemic lupus 
erythematosus (SLE) in 10% to 20% of 
patients. Morphea in which systemic 
scleroderma develops is very rare— 
only a dozen cases have been 
reported. In 1900 Hallopeau and 
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Trastour? described one patient who 
had multiple areas of localized sclero- 
derma and had SLE. Chorzelski and 
Jablénska® in 1970 described three 
patients with systemic scleroderma 
and lupus erythematosus (LE); one 
had DLE and two had SLE. Kahn et 
al' described four patients who had 
suffered for several years from sys- 
temic scleroderma and in whom elini- 
eal, biologie, and histological signs 
(renal biopsy) of SLE developed after 
3, 10, 19, and 22 years. 

Dubois et al* reported 12 cases of LE 


and seleroderma variants (nine with 


systemic scleroderma and three with 
morphea). The association of sclero- 
derma with familial SLE has been 
noted by Hagberg et al,’ Tuffanelli,'" 
and Dubois and Bischel.’ Tuffanelli 
and Winkelmann” found five cases of 
systemic scleroderma with a positive 
LE clot test in a group of 727 cases of 
systemic scleroderma, Jabloriska et al 
gave a detailed summary of such cases 
and found varied symptoms of LE. 
Concurrent DLE and systemic sele- 
roderma were mentioned by Dubois et 
al* and Jablorska,? and Winkelmann 
et al" noted two cases of DLE in 
reporting the positive immunofluores- 
cent band test in diffuse or inflamma- 
tory systemic scleroderma. 

Discoid lupus erythematosus and 
morphea have been noted principally 
in isolated case reports. Because 
these two localized cutaneous forms 
are of special interest in dermatology, 
we report four cases of such coinciden- 
tal cutaneous connective tissue dis- 
ease, emphasizing the clinicopatho- 
logic findings, the positive immuno- 
fluorescent band test, and the clinical 
course in these rare cases. 


REPORT OF CASES 


Cask 1.—À 55-year-old woman was seen 
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at the Mayo Clinie in 1962. Pigmented, 


sclerotic, cutaneous lesions were first noted 


on the dorsum of her left thumb at the age 
of 7 years. There was a very gradual, 
morphea-like linear progression of sclero- 
sis up the left extensor forearm and the 
dorsum of the left hand. The clinical diag- 


nosis was linear scleroderma (Fig 1, left). . 
By 1975 the extensive involvement of the 
left forearm had improved with antimalar- . 


ial therapy (Fig 1, right). During the same 
time, the lateral and posterior aspects of 
the upper portion of the left arm and the - 
left axilla became progressively involved . 
with erythematous, hyperkeratotic, and 
atrophic plaques with follicular plugging — 
that were diagnosed as DLE by elinieal and 
histopathologic examination. | 
In 1962 biopsy specimens from the skin 
of the left forearm and upper portion of | 
the left arm showed hyperkeratosis with _ 
some areas of atrophic epidermis and . 
hydropic degeneration of the basal cells. * 
The diagnosis was consistent with DLE. — 
A biopsy specimen taken from the same . 
general region of the left forearm in 1975 
showed an atrophic epidermis and a broad 
sclerotic dermis with fibrous bands down - 
to the adipose tissue (Fig 2, left). There E 
was a thick PAS-stained basement mem- 
brane at the dermoepidermal junction, and | - 
elastic tissue was absent in all of the upper. . 
dermis and in much of the sclerotie - 
dermis. 2. 
Results of the following blood tests, . 
which were done in 1962, 1968, 1974, 1975, — 
and 1976, were all within normal limits: - 
leukocyte counts, LE clot test, rheumatoid _ 
factor, antinuclear antibody, anti-DNA, 
total complement and creatinine, antibody .: 
to extractable nuclear antigen, and ribonu- ` 
cleoprotein, which was evaluated in 1976. 5 
In 1976 direct immunofluorescence of à 
biopsy specimen of involved skin was posi- 
tive, with granular deposition of IgM and 
C3 at the basement membrane (Fig 2, 
right). The treatment from 1962 until 1976- 
with topical corticosteroids and intermit- 
tent antimalarials (quinaerine hydrochlo- 
ride and hydroxychloroquine sulfate) pro- 
duced noteworthy improvement, with re- 
missions that lasted one to two years. 
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CasE 2.—A 47-year-old woman had skin 
disease that began in 1956 at the age of 26 
years as an erythematous eruption of the 
face and was diagnosed elsewhere as DLE 
(Fig 3, left); this was accompanied by 
edema and erythema of the hands. Grad- 
uall, symmetrie, hyperpigmented, firm, 
sclerotic plaques appeared on the elbows, 
knees, shoulders, posterior aspects of the 
thighs, and waist, which the patient related 
to presssure (Fig 4). Calcification was 
observed in sclerotie pigmented plaques on 
the hips (Fig 3, right). The patient had a 
four-year history of Raynaud's phenome- 
non of the hands but otherwise was well. 

Biopsy specimens of the forearm in 1963 
were interpreted as scleroderma. The PAS 
method demonstrated increased positive 
staining of the epidermal basement mem- 
brane. A biopsy specimen of the distal 
portion of the forearm in 1963 revealed 
hyperkeratosis and keratotic plugging, 
atrophy of the stratum malpighii, hydropie 
degeneration of the basal layer, and a 
patchy, mild, lymphocytic, perivascular 
infiltrate that was interpreted as DLE 
(Fig 5). 

Direct immunofluorescence of normal 
skin and of a lesion was negative. In 1975 
the ESR was 36 mm/hr; the leukocyte 
count was 4,200/cu mm; the hemoglobin 
level was 12.8 g/dl; and the differential cell 
count was normal. The total serum comple- 
ment was normal at 45 hemolytic units. 
Tests for antinuclear antibody and rheu- 
matoid factor were negative. Lupus ery- 
thematosus cells were seen on two occa- 
sions (1966 and 1973) The extractable 
nuclear antigen and ribonucleoprotein pre- 
cipitin tests were positive in 1977. The 
patient was given antimalarials in 1963 
with poor response. 

Case 3.—An 18-year-old woman had a 
seven-year history of a linear, atrophic, 
sclerotic scalp lesion. Linear scleroderma 
(en coup de sabre) was diagnosed (Fig 6, 
left) and confirmed by histopathologic 
examination. Her father had lymphocytic 
leukemia and a history of DLE and her 
paternal uncle had SLE. Four years before 
she was seen, erythematous macules and 
telangiectasias developed over both cheeks 
and progressive atrophic depigmented 
macules developed on the left cheek, 
temple, and upper portion of the arm (Fig 
6, right). A clinical diagnosis of DLE and 
secondary anetoderma was made. 

A biopsy specimen taken from the upper 
portion of the arm showed inflammatory 
anetoderma and possible DLE with patchy 
lymphocytic infiltrates, epidermal atrophy, 
hyperkeratosis, and focal dermal loss of 
elastic fibers. 

Direct immunofluorescence in involved 
facial skin showed granular deposition of 
C3, IgM, and IgG at the basement 
membrane. The leukocyte count varied 
between 2,200 and 4,600/cu mm. Results of 
the antinuclear antibody tests were re- 
peatedly normal. The anti-nDNA increased 
from 0.29 ug/ml in 1975 to 0.72 ug/ml in 
1976 to 1.05 ug/ml in 1977 (normal value, up 


: to 0.83 ug/ml). The LE clot test was posi- 


we 


tive in 1976 but negative in 1974 and 1975. 
Extractable nuclear antigen and ribonu- 
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cleoprotein antibody tests were negative in 
1977. The total serum complement value 
was within normal limits. Therapy with 
hydroxychloroquine sulfate, 200 mg once a 
day, was instituted with satisfactory re- 
mission of the erythematous lesions. 

In 1976 the eruption spread to the 
patient's other cheek and became more 
active. Hydroxychloroquine sulfate thera- 
py, 200 mg twice a day, was instituted. In 
1977 no new lesions occurred and the 
lesions were controlled. The LE clot and 
antinuclear antibody tests were negative. 

Case 4.—A 50-year-old man had a three- 
year history of cutaneous sclerotic lesions 
in linear distribution over his left hand and 
forearm and also had linear sclerotic 
plaques on his back. Gradual progression of 
the lesions to the forearms was accompa- 
nied by superficial atrophy, as well as deep 
sclerosis. During the last two years, scaly 
erythematous lesions of the upper portion 
of his left eyelid recurred and were consid- 


T x 


M 


ered to be consistent with DLE. A cuta- 


neous biopsy specimen of the arm showed $ 


an atrophic epidermis with homogenize 
edema in the upper dermis, as in lichen 
sclerosus et atrophicus. The collagen bun- 
dles of the reticular dermis were broag^ind 
homogeneous and sclerotic, and the fibrous 
tissue extended into the subcutaneous fat. 
Inflammatory infiltrates were present in 
the perivascular areas and the subcuta- 
neous tissue. Elastin staining showed that 
the elastic fibers were minimal in the deep 
dermis. The PAS stain showed no abnor- 
mality at the basement membrane. The 
biospy specimen was interpreted as typical 
of morphea. 

Direct immunofluorescence of involved 
skin showed a positive granular deposition 
of IgM and fibrin at the basement 
membrane. Results of a blood examination, 
including a hemogram and antinuclear 
antibody, anti-nDNA, extractable nuclear 
antigen, ribonucleoprotein, Sm antibody, 





Fig 1.—Case 1. Left, Linear, sclerotic, pigmented lesions present since age of 7 years. 


Right, Results of antimalarial therapy. 
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Fig 2.—Case 1. Left, Biopsy specimen of left forearm in 1975. 
Upper dermis changes of hyperkeratosis, atrophy, and inflamma- 
tion at dermoepidermal junction are shown. In deeper dermis 
there is increase in size and amount of homogenized collagen 
bundles of scleroderma (hematoxylin-eosin, original magnifica- 
tion x 40). Right, Direct immunofluorescence of involved skin in 
1975. Granular and lumpy deposition of IgM is present at base- 
ment membrane. 


morphea, was more extensive, pro- 
gressive, inflammatory, and destruc- 
tive. Three of the four patients were 
young females (Table). 

The clinieal lesions tended to be 
loealized in one or two areas of the 
body—the arms, trunk, face, and scalp. 
Some of the lesions were generally 
linear in all of our patients, with some 
clinieal features of linear scleroderma. 
The initial diagnosis was linear scle- 
roderma for three of the patients. 
Fig 3.—Case 2. Left, Erythematous discoid Later diagnoses of morphea and DLE 
lupus erythematosus lesions of face in ^ were either considered or made. Final- 
1963. Right, Pigmented sclerotic plaques ly, the diagnosis of linear DLE was 
on anterior aspects of hips were diag- ; ii dd 
nosed as morphea in 1963. raised by the clinical evolution in case 

l; the coup de sabre lesions were 
recognized universally as a distinct 
form of linear scleroderma. Our case 3 
is a typical example of en coup de 
sabre, and although DLE and later 
anetoderma developed, the specifie 
linear scleroderma lesion was not so 





g and total complement tests, were within FINDINGS mE: P 
normal limits. The LE clot test was posi- ; ; . 
tive. Hydroxychloroquine sulfate therapy Three of the four patients described The slow progression of the disease 


the dose was decreased in 1976 and 1977 Onset. of morphea and their disease ^ patients. The first two patients hadiagr ^ 


with improvement. course, in contrast to that in classic disease duration of 48 and 2] years. @ 
EN N 
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Although the third (case 3) had a 
duration of only seven years, the 
process may eventually follow that 
seen in the first two. The calcific 
deposits that were observed in our two 
first cases indicate the chronicity of 
the disease. Three of our patients had 
a good response to antimalarial treat- 
ment, although relapses of the inflam- 
matory DLE lesions are not uncom- 
mon. The localization of the disease 
and the lack of systemic symptoms 
give a good prognosis to the process. 

The histological features were those 
of combined LE and scleroderma. The 
epidermal changes with keratotic 
plugging and mild atrophy were seen 
in cases 1, 2, and 3. Hydropic degener- 
ation of the basement membrane was 
most prominent in case 2, the only 
case in which immune complexes were 
not found on direct immunofluores- 
cent studies. The dermal changes in 
the first two cases were related to the 
edema and sclerosis of the upper 
dermis, with damage and absence of 
elastic fibers. In case 3 elastic tissue 
was absent in the anetoderma pap- 
ules. Lymphocytic infiltrates were 
seen around the vessels and all ap- 
pendages. Histological changes of 
sclerosis and scleroderma were found 
in all cases, though to a lesser extent 
in case 1. A most impressive finding 
was the positive direct immunofluo- 
rescence in the involved skin, with the 
granular and linear deposition of IgG, 
IgM, and C3 at the basement mem- 
brane in three cases. 

The results of laboratory studies in 
these patients generally were normal, 
with the exception of the LE clot test. 
The LE clot test was positive in three 
of our cases, but this finding was an 
occasional one and was not related to 
the evolution of the diseases or to 
systemic symptoms. Antinuclear anti- 
body tests were negative at different 
times in all cases. The extractable 
nuclear antigen and ribonucleoprotein 
antibody tests were performed in all 
four cases and were positive only in 
case 2. The leukopenia in case 3 was 
persistent but was not related to 
systemic signs. The leukopenia was 
not aggravated by antimalarial thera- 
py but actually improved. 


COMMENT 


Large series of cases of morphea 
and linear scleroderma, as reported by 
Christianson et al* and Curtis and 
Jansen,’ do not show an evolution to 
DLE. Although the cases that we have 
reported are rare, there have been 
others documented. Case 3 in the 
series of Tuffanelli et al^ is identical 
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to our case 3, with development of en 
coup de sabre followed by DLE. Case 
12 in the series by Dubois et al 
involved en coup de sabre in which 
documented SLE later developed. Lo- 





calized scleroderma developing into 
DLE elsewhere, similar to that seen in 
our case 2, also has been reported b 
Dubois et al (his case 13) and b 
Bigné.'* Case 14 of Dubois et al wjth 





Fig 4.—Case 2. Left, Linear sclerotic lesions with calci- 
nosis were diagnosed as linear scleroderma in 1975. 
Right, Sclerotic plaques on posterior aspect of left 
shoulder were diagnosed as morphea in 1975. 





Fig 5.—Case 2. Biopsy specimen of extensor distal portion of forearm in 1963. Diagnosis 


of discoid lupus erythematosus was made 


x 160). 


(hematoxylin-eosin, original magnification 
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morphea and a positive LE clot test 
was similar to our case 4 with linear 
nd localized scleroderma, a positive 
DE clot test, and positive band immu- 
nôfuorescence. Dubois et al reported 
three cases of morphea with positive 
LE clot tests and outlined the signs 
and symptoms.'* We have not found a 
case similar to our case 1 with linear 
scleroderma and lupus developing 
sequentially in the same lesion or 
region. Jablónska'? mentioned concur- 
rent DLE and localized scleroderma 
but gave no details. 

Although Hallopeau and Trastour? 
stated that DLE and scleroderma, 
when observed in the same patient, 
would maintain their individual mor- 
phological features, we are impressed 
at the difficulty of making an abso- 
lute clinical diagnosis in this situation. 
In case 1, a clinical pattern of linear 
scleroderma was seen for years yet 





Fig 6.—Case 3. Left, Linear scleroderma 
(en coup de sabre) in discoid lupus erythe- 
matosus with erythematous lesions on 
right cheek in 1975. Right, discoid lupus 
erythematosus lesion on upper portion of 
right arm in 1975. 


Sex/ Ageat 

Age, Onset, 
Case yr yr 
1 F/55 7 


Initial 
Lesions 


Linear sclero- 
derma 


Linear scleroderma 
& DLE 


11 Linear sclero- 
derma 


M/50 47 Linear lichen 
sclerosus et 
atrophicus & 


morphea 


Morphea & DLE 


DLE & anetoderma 


Morphea & DLE 


later, when a biopsy was performed on 
the lesion, DLE was always found. 
Since we know from our other cases 
that localized scleroderma can evolve 
into DLE, it is logical to assume that 
this happened. Yet either both dis- 
eases coexisted for a long time or one 
evolved into the other, or a new entity 
of “linear” LE, which mimicks linear 
scleroderma, developed. Without a 
definitive early biopsy specimen in 
case 1, one cannot be absolutely sure 
of what occurred. We believe that, in 
these cases, one should be prepared 
for the possibility of a relationship 
between localized scleroderma and 
DLE according to the patient's 
response and pattern of skin involve- 
ment. 

Familial studies of LE emphasize 
increases in levels of immunoglobulins 
and rheumatoid factor, and even rheu- 
matoid arthritis in first-degree rela- 





LE Clot 
Test 


Negative 


Later 
Lesions 


Biopsy 
Diagnosis 


Scleroderma of Positive 
forearm; DLE of 
distal portion of 


forearm 
Scleroderma of 
scalp; anetoder- 
ma & DLE of 
arm; lymphocytic 
infiltration of face 
Scleroderma 


Positive 


Positive 


tives, but such studies have not 
emphasized scleroderma. Very few 
cases of familial scleroderma have 
been reported. Isolated cases of scle- 
roderma occurring in the mother and 
of LE occurring in the daughter have 
been reported.’ This association is 
similar to that seen in our case 3 in 
which DLE was noted in the father, 
SLE in a paternal uncle, and DLE and 
linear scleroderma in the daughter. 
Tuffanelli^ noted scleroderma in a 
daughter and LE in the mother. 
Dubois et al* noted scleroderma in one 
identical twin and SLE in the other. 
Although genetic factors may have a 
role in these diseases, the interaction 
of genetic factors with environmental 
forces determines the type of dis- 
ease.” The few cases reported in the 
literature and the present four sug- 
gest that DLE and localized scleroder- 
ma have a relationship that is condi- 
tioned by both genes and environ- 
ment. 

The swelling and homogenization of 
the collagen masses in scleroderma 
and the epidermal atrophy and hyper- 
keratosis of LE mark the characteris- 
tic end phases of what may be a more 
similar eutaneous histopathologic re- 
action than we can now accept.” The 
lymphocyte is the primary and com- 
mon cell in both reactions. Liquefac- 
tive degeneration of the epidermal 
basal layer, so characteristic of LE, 
occurs with lymphocytes. Similar liq- 
uefactive change occurs regularly in 
lichen sclerosus et atrophicus, and 
Thies and Misgeld** emphasized this 
change at the epidermis in the edema- 
tous phase of scleroderma. The thick- 
ening of the basement membrane 
characterizes LE, and yet Jablofiska'? 
showed a thickened PAS-positive 
membrane in scleroderma. Mucinous 


Anti- Direct 


nuclear 
Antibody 
Test 
Negative; ENA 
negative 


Negative; ENA 


positive 


Negative; ENA 
negative 


Negative; ENA 
negative 


IF of 
Involved 
Skin 


Positive base- 
ment mem- 
brane 

Negative 
basement 
membrane 


Positive base- 
ment mem- 
brane 


Positive base- 
ment mem- 
brane 


Response 
to Anti- 
malarials 


Improved 


No change 


Remission 


Improved 








E 
+ 


*DLE indicates discoid lupus erythematosus; LE, lupus erythematosus; ENA, extractable nuclear antigen; and IF, immunofluorescence. 
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ma," and mucinous deposition in the 
` dermis was also observed in LE.” The 
deep subcutaneous tissue can show 
-sclerosis or even necrosis in lupus 
.pannieulitis.^ The lymphoid masses 
-with germinal centers observed in 
lupus pannieulitis as well are similar 
to those in subcutaneous scleroder- 
- ma.” Calcification is observed in lupus 
< panniculitis and in scleroderma.” Just 
as the clinical findings must be stud- 
ied with care, histological study may 
require the taking of several deep 
biopsy specimens to achieve a proper 
interpretation, 

-< Chorzelski and Jablónska* studied 
three cases of progressive systemic 
sclerosis with LE (two with SLE, one 





membrane. The band test by direct 
-immunofluorescence of LE skin le- 
sions was positive in 90% of cases”: 
.and may be present in mixed connee- 
tive tissue disease and in inflammato- 
ry scleroderma." The negative immu- 
nofluorescent band test that is seen in 
most cases of systemic scleroderma 
indicates that a positive immunofluo- 
rescent band test must have a mean- 
‘ing beyond the usual course of sclero- 
derma. In three of our cases, the 
positive immunofluorescent band test 
correlated with the finding of histo- 
logical changes and clinical findings 
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-edema is the first stage of scleroder- 








of LE. We suggest that evolving, - 


unusual, or mixed scleroderma cases 
should be studied by this technique. 
The absence of a positive immuno- 
fluorescent band test or results evolv- 
ing from positive to negative may 
indicate a remission or response to 
therapy, as it did in the patients in 
Gilliam and associates’ series who 
were treated with cyclophosphamide. 

Results of serological studies of 
scleroderma have been inconsistent, 
and Chorzelski and Jablónska? stated 
that the presence of antinuclear anti- 
body had no relationship to the 
disease or to its prognosis. The deter- 
mination of extraetable nuclear anti- 
gen as an indieator of mixed connec- 
tive tissue disease, the Sm antibody as 
related to the lupus syndrome, and 
ribonucleoprotein antibody as related 
to mixed connective tissue disease 
suggested that, with more specific 
antibody testing, more clinical and 
pathological specificity might become 
apparent. Tan and Kunkel** supported 
this concept. Our four cases all had 
repeatedly negative antinuclear anti- 
body tests, three had negative ex- 
tractable nuclear antigen antibody 
tests, case 2 was positive for extracta- 
ble nuclear antigen and ribonucleopro- 
tein antibody tests, and three of the 
four had positive LE clot tests at some 
time in their chronic course. This 
suggests that, as with the immuno- 
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features of lupus might be supported 
by Sm antibody, ribonucleoprotei 
antibody, and extractable nuclear aw- 
tibody testing, as in our case 2. One $f 
us (R.K. W.) has seen two patients in 
society meetings (San Francisco and 
Birmingham, Ala) with localized sele- 
roderma and a positive extractable 
nuclear antigen antibody test, and a 
third case of morphea and positive 
antibody to extractable nuclear anti- 
gen was recently observed at our 
clinic. The variability of serological 
response implies that, in unusual 
cases, all nuclear antibody tests must 
be done. No one test will always be 
positive or correlated with the disease 
state, 

Our cases emphasize the definite 
but rare relationship between sclero- 
derma and LE and particularly be- 
tween the two cutaneous forms of 
these diseases. More than clinical 
importance is suggested by the coexis- 
tence of clearcut clinical lesions of 
DLE and localized scleroderma in the 
same patient and the sequential clini- 
cal diagnosis of DLE and localized 
scleroderma in the same region of the 
body or even in the same lesion. Such 
cases emphasize the similarities of the 
two diseases. “Mixed” or “overlap” 
connective tissue disease is not only 
systemic but it also may be truly 
cutaneous, as in our cases. 
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The Genetics of Follicular Atrophoderma 


Helen Ollendorff Curth, MD 


€ Follicular atrophoderma apparently 
does not occur alone but is associated 
with other abnormalities. It is present in 
three groups: (1) if it is associated with 
chondrodystrophia calcificans congenita, 
it occurs only in giris and is due either to 
an X-chromosomal gene causing the 


changes in the heterozygote (ie, in the 


. female sex) and prenatal death in the 
hemizygous state (ie, in the male sex), or 
io an autosomal dominant gene with 


expression almost wholly limited to the 
female sex; (2) If it is associated with 


Bazex's syndrome, it occurs in male and 
female persons in successive generations 
and is due either to an autosomal domi- 
nant gene or to an X-linked dominant 
gene; and (3) If it occurs in association 
with keratosis. palmoplantaris dissipata, 
keratosis follicularis, and hyperhidrosis 
palmoplantaris, it may be due to a reces- 
sive gene or a mutation. 
(Arch Dermatol 114:1479-1483, 1978) 


oe) T 1943 Miescher' described follicular 

| atrophoderma (Fig 1) in an &- 
year-old girl with atypical chondro- 
dystrophy. (The osseous changes in 


this girl had been described in 1938.5) . 


In 1949 Curth?* saw follicular atro- 
phoderma in a girl with pseudopelade 


(Fig 2) and shortening of multiple. 


tubular bones and in two sisters with 
pseudopelade, incontinentia pigmenti 
(Fig 3), cataracts, dental abnormali- 
ties, kyphoscoliosis, congenital dislo- 
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eation of one hip, hemivertebral de- 
formities, and shortening of many 
bones (Fig 4). Their mother also had 
mild signs of these conditions. Curth 
kept the name of follicular atrophod- 
erma, although there is no evidence of 
follicular atrophy but rather of follicu- 
lar agenesis. 

The association of follicular atro- 
phoderma and chondrodystrophia eal- 
eifieans congenita was reported sev- 


eral times.** Bodian's** patient, a girl, 
had at birth a generalized eruption 


with a distinetive whorl and swirl 
pattern. It cleared up completely after 
six weeks. She also had osseous mani- 
festations of Conradi's disease and 
ocular anomalies. At the age of 6 
months, follicular atrophoderma was 


present on the extremities. At the age 


of 13, the girl was presented at the 
Atlantic Dermatologieal Conference 
in New York in 1977. The osseous 
signs of Conradi's disease and follieu- 


lar atrophoderma were still present. It 
Seems logical to assume that follicular 
 atrophoderma, which is a congenital 


anomaly, was covered for a while by 


an inflammatory condition. 


In another association, follicular 


. atrophoderma occurs together with 


multiple basal cell epitheliomas. In 
1966 Bazex et al' were the first to 
observe, to my knowledge, follicular 
atrophoderma in patients with multi- 
ple basal cell epitheliomas associated 
with disorders of sweating and hair 
growth. Another such observation? 
(Fig 5) followed. Sourreil et al? 
observed a retarded boy with follicu- 
lar atrophoderma, diffuse hypotricho- 


ty. 
Braun-Faleo and Marghescu" ob- 


sis, epidermal cysts, and articular laxi- 


served a 23-year-old man with normal 
stature. Neither cutaneous nor 0: 
seous changes occurred in the parents 
or two brothers of the patient. Sine 
early ehildhood he had had keratosis 
palmoplantaris dissipata on the fir 
gers and the right foot and keratos 
follicularis (lichen pilaris) on the back 
and the thighs. He also showed 
osseous changes like those of chondro- 
dystrophy. Follicular atrophoderma 
has apparently “always” been present 
on the back, arms, thighs, and antecu- 
bital and popliteal areas. A clinical 
picture of follicular atrophoderma 
shows follicular indentations without 
hairs (Fig 6) on more or less extended 
areas of the body, mostly on the 
extensor surface of the hands and 
extremities, The skin between the 
indentations looks normal. (It is ques- 
tionable whether the dermatosis of 
Caubet's'* patient, a soldier, was fol- 
licular atrophoderma.  Punctuated 
atrophoderma was present on the 
hands and elbows. He and one sister 
also had trichorrhexis nodosa.) 


HISTOLOGICAL FEATURES. 


The keratin layer (Fig 7) is some- 
what thickened and lamellated. Sey- 
eral areas show the absence of rete 
pegs. The cutis shows in its upper 
layers a mild inflammatory reaction 
that is characterized by a slight peri- 
vascular infiltration of mononuclear 
cells, some of which are lymphocytes. 
The only hair follicle present shows 
some edema and questionable atro- 
phy. The connective tissue sheath of 
this follicle is somewhat thickened. 
The coil gland ducts appear as thin 
cellular cords. The acini of the few | 
sweat glands are small, pale, and prob- ` 
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Fig 1.—Follicular atrophoderma on left Fig 2.—Pseudo 


pelade (from Curth*). Fig 3.—Incontinentia pigmenti (from 
forearm, hand, and fingers. 


Curth?). 





Fig 4.—Shortened left' femur (arrow), flattened in its lateral aspect, and right patella 
(arrow) dislocated laterally and dorsally (from Curth’). 
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Miescher 


Curth? 
Case 1 


Case 2 


Case 3 


Lenzt 


Fraseri 


Gallagher et af 


Bodian* 


Comings et al’ 


Curth’). 


Follicular Atrophoderma With Other 


Associated Disturbances 


Atypical chondrodystrophy and 
pseudopelade 


Shortening of multiple bones 


won 


Chondrodystrophia calcificans 
congenita and cutaneous 
ocular changes 


Same changes to a lesser 
degree 


4 daughters have spastic 
tetraplegia, optic atrophy. 
defective teeth, and 
incontinentia pigmenti 


Chondrodystrophia calcificans 
congenita 


— D 


Chondrodystrophy of the 
Morquio type 


mee 


Conradi's disease 


mam mnt lari pe etii nte He 


Chondrodystrophia calciticans 
congenita 


(Osseous, Cutaneous, and Ocular) Disturbances* 


Family History 


Parents and 2 siblings are 
normal 


Not taken 


Sister (case 3) and mother 
have same conditions 


Sister (case 2) and mother 
have same condition 


No family history 
Sister is normal 


Mother had spontaneous 
abortions; another child had 
"mild trouble" with hip 


Parents and 4 siblings are 
normal 





Fig 5.—Follicular atrophoderma of dorsa of — 
hands in patient with Bazex's syndrome ` 
(from Viksnins and Berlin"). 


Fig 6.—Follicular atrophoderma of right 
lower extremity in patient with pseudope- 
lade and shortening of multiple tubular 
bones (from Curth’). 


Fig 7.—Follicular 
























atrophoderma (from 






Á *All patients were girls except for Lenz's patient, who was a woman. 
*The information was provided by W. Lenz in a written communication in 1957. 
iThe information was provided by F. C. Fraser, DSc. PhD, in an oral communication in 1957. 
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Incontinentia Pigmenti. Follicular Atrophoderma, 


kn x {iii} ie [3 and Anomalies of Bone, Eyes, and 


Teeth in a Girl (Dwarf) 


Fig 8.—Pedigree of family with follicular 
atrophoderma,  incontinentia pigmenti, 
and chondrodystrophia calcificans con- 


Questionable Incontinentia Pigmenti 
genita. 


in a Woman With Pseudopelade, 
Follicular Atrophoderma. and Short Left Arm 





i] Asymmetric Skull in a Boy 
CƏ Supernumerary Toe in a Girl 
CD Asymmetry of a Rib in a Girl 
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| Fig 9.—Pedigree of family with Bazex's 
P Hypotrichosis syndrome (from Bazex et al’). 
; Follicular 
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Affected Female Person 


Affected Male Person 


Unaffected Female Person 


Unaffected Male Person 


Deceased 7 


Probands 





Fig 10.—Pedigree of family with Bazex's syndrome and follicular atrophoderma (from Viksnins and \ 
Berlin’). 
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ably atrophie, although the cells are 
not extremely thin. Elastic tissue 
stain (orcein) shows some slight 
\condensation of the elastic fibers that 
we arranged parallel to the epider- 





B | * 
COINS - 


. ASSOCIATIONS OF 
. FOLLICULAR ATROPHODERMA 


Follicular atrophoderma that does 
not seem to be the sole abnormality in 
a patient has been observed in three 
main groups: (1) in association with 
chondrodystrophia calcificans congen- 
ita with or without additional cuta- 
neous and osseous or dental and ocular 
disturbances (Table); (2) as part of 
 Bazex's syndrome; and (3) in associa- 
tion with keratosis palmoplantaris 
dissipata, keratosis follieularis, and 
hyperhidrosis palmoplantaris. 

Although follicular atrophoderma 
was present in several instances of 
these three groups, reports of family 
histories from which the genetic 
pattern could be learned were rare. 


Chondrodysplasia Calcificans 


In follicular atrophoderma asso- 
ciated with chondrodysplasia caleif- 
ieans (Conradi's disease) and other 
changes, incontinentia pigmenti oc- 
curred in two sisters who were 
observed by Curth® and also in the 
female patients of W. Lenz (written 
communication, 1957). m 

The biopsy specimen of incontinen- 
tia pigmenti of the trunk of Curth's 
case 2 showed mild hyperkeratosis. 
Great variations in the amount of 
pigment existed in the epidermis. At 
the periphery of the section there was 
a moderate to large amount of mela- 
nin pigment in the basal layer and in 
the center there was a mild inerease of 
pigment. Occasionally, very few chro- 
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matophores were seen in the cutis. 

W. Lenz (written communication, 
1957) doubts that the dermatosis in 
Curth's patient is incontinentia pig- 
menti of the Bloch-Sulzberger type 
because it shows clinically large 
streaks and histologically the pigment 
is more or less confined to the epider- 
mis. 

The condition occurred only in girls 
(Fig 8) It is due either to an X- 
chromosomal dominant gene that 
causes the changes in the heterozy- 
gote (ie, in the female sex) and prena- 
tal death in the hemizygous state (ie, 
in the male sex) or to an autosomal 
dominant gene with expression that is 
almost wholly limited to the female 
sex. 


Bazex's Syndrome 


In Bazex and coauthors’ pedigree 
(Fig 9), male and female members of 
three suecessive generations were 
more or less affected. No male-to- 
male transmission occurred. In Viks- 
nins and Berlin's* pedigree (Fig 10), 
most of the affected members had 
follicular atrophoderma and basal cell 
carcinomas, as well as localized anhi- 
drosis and/or generalized hypohidro- 
sis. Two younger members, a woman 
aged 20 years and a man aged 21 
years, had follicular atrophoderma but 
have no basal cell carcinoma to date. 
In the family observed by Sourreil et 

al," two generations, including a 
mother, son, and two daughters, were 
affected. The father and one daughter 
were free. 

The association occurred in male 
and female members of three genera- 
tions. This is either an autosomal 
dominant pattern or, since all daugh- 
ters of the affected man were 
affected and none of his sons, it may 





e 


le an 1X. linked dowinant ee | 
The parents and the two brothers 

the male patient in Braun-Faleo an 

Marghescu’s case were normal. | 


COMMENT 


The authors believe that the proce: 
is due to a recessive heterosomal gen 
with changing penetrance, but all tha 
can be said is that the process may be 
due to a recessive gene or a muta- 
tion. 
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Fixed Drug Eruptions to Tetracyclines 


Henry W. Jolly, Jr, MD; Irvin J. Sherman, Jr, MD; Carlton L. Carpenter, Jr, MD; Lee T. Nesbitt, Jr, MD; Tom J. Meek, Jr, MD 


e We observed 11 cases of fixed drug 
eruption to tetracyclines. Two cases were 
in a mother and her adult son, and two 
patients experienced fading of their 
lesions while continuing to take 1 g of the 
drug per day. Several patients were cross- 
reactive to different salts. 

(Arch Dermatol 114:1484-1485, 1978) 


ak etracyclines, one of the oldest 
groups of antibiotics, are still the 
most used drugs of their kind today. 
We must continue to be aware of the 
adverse reactions to all drugs, particu- 
larly those we use so commonly. In a 
review of the world literature, we 
found 47 reported cases of fixed drug 
eruption (FDE) resulting from tetra- 
cyclines." We believe that FDEs 
caused by tetracycline are more com- 
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mon than those figures indicate, with 
most such cases probably not record- 
ed. 

As in all FDEs the classical clinical 
picture is erythema, edema, eczema, 
vesiculation, bullae—singly or in any 
combination-in an annular or oval 
pattern. The reaction begins minutes 
to a few hours after the drug is taken 
and persists for several days. When 
the reaction subsides, it usually leaves 
a residual purple-brown-black hyper- 
pigmentation that may remain a long 
time, sometimes permanently. At any 
time in the future, the same or a 
related drug will precipitate an identi- 
cal series of events in previously 
affected sites. Eruptions in new sites 
may also appear at each administra- 
tion of the drug, but almost always all 
old eruptions are reactivitated. In our 
clinie, we observed 11 cases of FDE to 
tetracyclines, with several having 
unusual aspects. 


REPORT OF CASES 


Table 1 summarizes the clinical informa- 
tion about 11 patients with FDE to tetracy- 
cline. Nine patients had classical lesions, 


one had erythema and edema of the hands 
(palms and soles only), and one seemingly 
had both types of reactions. 

The information on eight patients was 
sufficient to show that their eruptions 
were caused by one or more types of tetra- 
cycline. The other three (patients 1, 2, and 
4) had histories of having taken other 
drugs concomitantly. We observed the 
final reactions of patients 1 and 2, who had 
previous reactions, and the single reaction 
experienced by patient 4. Whether the 
tetracycline was the common denominator 
in those three patients could not be posi- 
tively determined, and none of them 
agreed to a challenge dose of tetracycline 
alone. 

The sites of the eruptions in our 11 
patients were on the cheek in one patient, 
on the glans penis in three patients, and on 
the hands in seven patients. With three of 
our four male patients thus affected, we 
agree with other authors that the genitalia 
is probably the most commonly affected 
site in men. All six of our female patients, 
however, were primarily affected on their 
hands, ie, four women were affected on the 
dorsum and/or fingers, and two were 
affected on the palms. In one case, the sex 
of the patient was not recorded (patient 3). 
In our 11 patients, tetracycline (Achromy- 
cin V, Tetracyn, and Sumycin) hydrochlo- 


. . * LH * * . * 


Table 1.—Clinical Findings of Fixed Drug Eruptions to Tetracycline Hydrochloride 


Times Times 
Lesions Observed 


Drug Occurred by Authors 
Tetracycline 2 1 


Patient / 
Age, yr/Sex 


1/25/M 


Location 
of Lesion 


Glans penis 


Type of 
Lesion 


Classical 


Comment 
Other drugs taken con- 
comitantly 
Other drugs taken con- 
comitantly 
3/15/... Vesicular Cheek Tetracycline 3 1 Jis 
4/32/M Vesicobullous Glans penis Doxycycline 1 1 Other drugs taken con- 
comitantly 


2/27/M Classical Glans penis Tetracycline 3 1 


5/35/F Classical Left palm Demeclocycline, 5 


tetracycline 
Demeclocycline, 
tetracycline 


6/58/F Classical Left third finger, dorsum 
left hand, and left fore- 
arm 

Left third and fourth fin- 
gers 

Angioedema and Palms 
classical 

Erythema and 
edema 


Classical 


Several Mother of patient 8 


7/56/F Classical Tetracycline, 


doxycycline 


8/37/M Tetracycline 


Son of patient 6 


9/36/F Palms and soles Tetracycline, 


demeclocycline 
Demeclocycline 


Required systemic 
steroids 

Lesion faded while pa- 
tient was taking drug 

Lesion faded while pa- 
tient was taking drug 


10/46/F Right and left first meta- 


carpal wrist area 
Hand dorsum, right 2-3 
finger web 


11/30/F Classica! Tetracycline 
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Table 2.—Hypersensitivity 
Reactions to Tetracyclines 


Dermatitis—morbilliform, urticaria, 
exfoliative and fixed drug reactions 

"'Angioedema and anaphylaxis 

Burning sensation of the eyes 


Cheilosis 

Glossitis-hypersensitivity vs toxic- 
irritative 

Pruritus-hypersensitivity vs super infec- 
tion (ani, vulvae, vaginitis) 

Fever 

Eosinophilia 


ride was identified in ten reactions (Achro- 
mycin V in four; Tetracyn in four; and 
Sumycin in two); demeclocycline (Declomy- 
ein) hydrochloride was indieated in four 
reactions; and doxycycline (Vibramycin) 
hyclate was indicated in two reactions. 

The occurrence of reactions in mother 
(patient 6) and son (patient 8) is, to our 
knowledge, the first such report of familial 
incidence of FDE. 

Patients 10 and 11 experienced the usual 
fading of the reaction even when full doses 
were continued. Patient 10 had only two 
reactions, one year apart, and both cleared 
while the drug therapy was continued. 
Because that fading phenomenon, ob- 
served in patients 10 and 11, has not to our 
knowledge been reported previously, our 
experience with patient 11 is detailed 
below. 

Patient 11, a 30-year-old woman, was 
originally seen for severe adult acne on Dec 
7, 1971. A routine drug history revealed 
several “mild reactions” to tetracyclines in 
the past, three or four times during treat- 
ment for upper respiratory infections and 
three or four times for acne. In each of 
those instances, the reaction would fade 
while the patient continued the drug regi- 
men, which was long-term for aene. 
Accepting her reassurances, we repre- 
scribed tetracycline hydrochloride on her 
initial visit, and, seven days later, FDEs 
were noted. The drug was continued on the 
gradual reduction schedule we use for 
treating acne. When the patient was seen 
on Feb 1, 1972, the eruption had cleared, 
although she was still on a regimen of 
tetracycline, 250 mg twice a day. On July 1, 
1973, her acne reflared. She had discontin- 
ued taking tetracycline for an unrecorded 
period. When tetracycline therapy was 
resumed, FDE recurred, but was virtually 
clear by Aug 1, 1973. The drug regimen was 
discontinued on J uly 5, 1974. 

The last time we reinstituted the 
patient’s therapy, serial pictures were 
taken almost daily for 21 days. She took 1 
g/day for the 21 days of observation. 
Erythema, burning, and pruritus began 
about 50 minutes after the initial 250-mg 
capsule was taken. The reaction peaked in 
erythema and edema on the third and 
fourth days and began to subside by the 
sixth day. By days 13 and 14, only a dusky 
pigmentation remained, and it was virtual- 
ly gone by the 21st day. The patient’ 8 
reactions to tetracycline always involved 
fh right second and third fingers and the 
dorsum of the hand. The drug was taken 
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for almost a year, with no recurrence of 
FDE after the initial reaction. 


COMMENT 


Tetracycline hydrochloride may 


. cause hypersensitivity reactions, have 


toxic and irritative effects, and have 
other, nonallergic and nontoxie biolog- 
ic effects. Table 2 lists the various 
types of hypersensitivity reactions to 
tetracyclines. Fixed eruptions to tet- 
racyclines are usually erythematous 
and bullous plaques of varying sizes, 
followed by pigmentation. The erup- 
tions may start as any of the polymor- 
phous reactions, including erythema, 
morbilliform, scarlatiniform, or ery- 
thema multiforme. Less common 
types of fixed eruptions are urticarial 
(nodular) and eczematous (erythema- 
tous, scaly, follicular, maculopapular, 
and vesicopustular). 

Histopathologically, FDEs show a 
tremendous amount of melanin deno: 
sition throughout the epidermis, from 
the basal layer to the stratum 
corneum, in the melanocy tes, and in 
dermal melanophages.:' " Liquefaction 
degeneration of the basal cell layer 
may also be a predominant feature. 
Capillary dilation is seen in the papil- 
lary and in the upper reticular dermis, 
and a perivascular infiltrate of lym- 
phocytes and histiocytes may be 

evident. 

The ultrastructural picture is that 
of an increase in ribosomes, a thicker 
tonofibrillar system, degenerated cy- 
toplasmic organelles, and numerous 
melanosomes. Later, dyskeratotie 
bodies are seen in epidermal maero- 
phages and in the intercellular spaces. 
Intracytoplasmic desmosomes are 
found in dyskeratotie cells.” 

Studies including transplants and 
reverse transplants tend to show that 
the epidermis is not the primary site 
of the reaction; rather, the reaction is 
in a deeper skin structure." Blast 
transforming factor appears tempo- 
rarily in the serum and increases its 
activity in the presence of the respon- 
sible drug. This factor diminishes or 
disappears a few days after clinical 
exacerbation.” 

The mechanism by which the fading 
phenomenon seen in patients 10 and 
11 could take place is obscure. An only 
faintly analogous situation would be 
exhaustion of mast cells by degranula- 
tion in urticaria, rendering that 
particular site refractory for a short 
period. However, the mechanism and 
mediator in FDE is presently un- 
known. Browne™ reported reinstitut- 
ing dapsone i in leprosy patients, with 
no change in lesions of FDEs or with 
gradual lessening of the intensity of 


the hypermelanosis until it P 
disappeared after 18 to 24 month: 
Browne believed this prolonged re- 
fractory or negative phase was much 
more common than a short negativ 
phase followed by a return of th 
sensitivity to its previous level or an. 
enhanced level, as shown by the 
appearance of many new lesions when 
the drug was readministered. 
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Corticosteroids 


in the Treatment of Alopecia Totalis 


Systemic Effects 


Valter P. Unger, MD, FRCP(C), Robert J. Schemmer, MD 


® Fifteen patients with alopecia totalis 

AT) or alopecia universalis (AU) were 
reated with combined topical, intrale- 

ional, and oral corticosteroids. 

All or virtually all scalp hair has regrown 
on seven patients, and they have been 
ible to discontinue oral corticosteroids 
-without recurrence of AT or AU for periods 
-of three months to 7% years, with an 
average remission of 32 months. Two 
‘additional patients are currently receiving 
-§ mg of prednisone every two days. 
. Using topical and intralesional cortico- 
steroids in more resistant areas allowed 
for more rapid towering of oral doses and 
thus side effects were minimized. 

` In view of the usually nearly hopeless 
prognosis for AT and AU and the results 
reported here, a trial course of topical, 
ntralesional, and oral corticosteroid 

eatment would seem to be reasonable 
or highly motivated patients. 

| (Arch Dermatol 114:1486-1490, 1978) 


Alopecia totalis (AT) and alopecia 
WAX universalis (AU) are the two 
- most severe forms of alopecia areata 
- (AA). The prognosis for spontaneous 
regrowth of hair in both is extremely 


poor. Only 2.5% of patients with AT - 


-show even short periods. of total hair 
regrowth'; there is an even worse 
prognosis for patients with AU. 

. Treatment of AT and AU has been 
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ineffective. It has generally consisted 
of fluoridated corticosteroids that are 
intralesionally infiltrated and applied 
topieally with or without occlusion. 
Minor tranquilizers are also occasion- 
ally used. Corticotropin and cortico- 


steroids for systemic effect were | 


tried, primarily during the late 1950s 
and early 1960s, but were abandoned 
when investigators reported notewor- 


thy corticosteroid-induced side effects 


and prompt recurrences of the disor- 
der after therapy was discontinued."'* 
In most of these studies the cortico- 
steroids used were considerably less 
refined than those available today. 

In 1959, Shelley et al reported on the 
treatment of a young man with AU 
who was receiving oral triameinolone 
acetonide.” Excellent regrowth of 
hair occurred T no discernible side 
effects. - | 


on two patients with AT who were 


recurrence of the disease when treat- 


ment was discontinued. As of this- 


date, one of the two patients has not 
required retreatment with prednisone 
after 7% years. The other was given a 
4%-month course of prednisone after 
approximately. three years of remis- 
sion and he has not required it again 
for the. past 30 months. 

Also in 1973 Kern et al™ reported on 





In 1973, one of us (W.U.) reported | 


the investigation and treatment of 44 
cases of AA of varying degrees. Four- 
teen patients with AT or AU were 
treated with prednisone i in this study 
and all but two. had their hair regrow 
completely or "to a degree that 
enabled them to discontinue the use of 
a wig." The report indieated that the 
patients were receiving nonspecified 
levels of prednisone and did not state 
if any had been able to discontinue 
corticosteroids without a. recurrence 
of the disease. Side effects were "less 


than antieipated," and the drug had to 
be discontinued by only two patients 


(one for precipitation of previous 
sehizophrenia and one for rapidly 
enlarging subcapsular opacities), 

More recently, Winter et al re- 
ported on 18 patients with varying 
degrees of AA who were given high- 
dose oral corticosteroids. They con- 
cluded that treatment did not alter 


.. the prognosis of the disease and that 
successfully treated with a combina- 
tion of prednisone, topical corticoster- 
oids with occlusion, and intralesional 
triamcinolone.” Both patients in this - 
study had all of their scalp hair - 
regrown with relatively short courses | 
of prednisone and did not experience a- 


side effects were serious enough to 
almost rule out the use of oral cortico- 


steroids in AA. Two of the three 
patients with AT in their report, 
however, had regrown all of their hair 


and had not had recurrences for ten to 


20 months. after prednisone therapy 


was ‘discontinued. 

This article, which outlines our 
experience with 15 patients with AT 
and AU, adds further evidence as to 
the effectiveness of oral cortico- 
steroids at levels unassociated with 


serious side effects. In addition, it 


demonstrates that rapid recurrences 
are not seen in a majority of cases 


when treatment is discontinued. 
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MATERIALS AND METHODS 


Prednisone was given to all patients in 
ombination with 0.025% fluocinolone ace- 
mide cream under occlusion for 12 hr/day 
fær as long as was practical. Thirty to 40 
mg of prednisone per day in almost every 
ease seemed sufficient to produce regrowth 
of hair over a large portion of the scalp 
surface. One to several more resistant 
areas were characteristically present, and, 
rather than increasing the dose of predni- 
sone or delaying a decrease in it, intrale- 
sional triamcinolone was used in these 
zones. The solution used was a mixture of 
one part triameinolone acetonide, 10 
mg/ml, diluted with two parts of 1% lido- 
caine without adrenaline to produce a solu- 
tion of 3.33 mg of triamcinolone per milli- 
liter. 

Patients were seen every three weeks by 
one of us (W.U.) or the referring dermatol- 
ogist and received up to a total of 10 mg of 
triameinolone — intralesionally. Thirty- 
gauge needles were used, and the discom- 
fort was further minimized by initially 
infiltrating several small areas, waiting a 
minute or two for anesthesia to oceur, and 
then injecting the rest of the area from 
these anesthetized sites. A record was kept 
of which areas were treated on each visit, 
and the same area was treated no more 
often than twice without waiting six weeks 
for a response. Areas of alopecia that were 


cosmetically strategic were infiltrated 
first. 
REPORT OF CASES 


Case 1.~This patient has had AU since 
the age of 18 years. His case has been 
previously reported." He was given two 
courses of oral corticosteroids between Aug 
23, 1969, and March 1, 1970. For the last 7⁄2 
years, the patient has noted small areas of 
AA every one to four months, but these are 
transient and cosmetically unnoticeable so 
no treatment has been given. 

Case 2.— Alopecia totalis developed when 
this patient was aged 62 years. Reports of 
her initial two courses of prednisone, which 
ended on Aug 15, 1971, were previously 
published." Her condition was in remission 
until October 1974, when she noted wide- 
spread excessive scalp hair loss and six new 
areas of localized AA. Prednisone therapy, 
40 mg/day, was restarted; it was rapidly 
tapered and discontinued on Feb 18, 1975. 
She continues to experience small areas of 
AA every one to three months. These are 
being treated intralesionally with triam- 
cinolone, as noted above, with excellent 
results. In July 1977, ophthalmologic exam- 
ination showed a small asymptomatic 
subeapsular lens opacity. No noteworthy 
enlargement has occurred since then. 

Case 3.— Alopecia totalis developed when 
this woman was 31 years of age. She had 
had AT for four years before she was seen 
in 1972. She had two courses of prednisone 
therapy; treatment began on March 7, 
1972, with 40 mg/day, and was discontin- 
ued on June 1, 1978. During a subsequent 
period of approximately six months, she 

.noted small areas of AA that were treated 
: with intralesional triamcinolone acetonide 
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to a maximum dose of 10 mg every three 
weeks, There have been no recurrences of 
even localized areas of AA since Jan 15, 
1973. 

Case 4.— This patient has had AT since 18 
years of age. He had AT for five years 
prior to being started on a regimen of 
prednisone, 40 mg/day, on June 26, 1973. 
He was receiving varying doses of predni- 
sone until April 9, 1974, when, because of 
poor hair growth at even 40 mg of predni- 
sone, we decided to discontinue it. A second 
attempt at treatment began on Jan 6, 1976, 
but was also terminated owing to very 
little regrowth of hair. 

Case S.—This patient had AT with 
involvement of the eyebrows and eyelashes 
at 8 years of age, nine years prior to 
starting prednisone therapy, 40 mg/day, 
on April 4, 1974. The total regrowth of sealp 
hair was accomplished and prednisone 
therapy was discontinued on Nov 11, 1974. 
Between June 1975 and April 1977, the 
patient has required three courses of pred- 
nisone to control three episodes of diffuse 
and severe hair loss. As of Aug 26, 1977, she 
is taking prednisone, 15 mg every second 
day, and hair growth is complete. 

Case 6.— Alopecia totalis developed when 
this patient was 11 years of age. The 
condition, with the additional loss of 
eyebrows and eyelashes, began two years 
prior to starting prednisone treatment, 30 
mg/day, on April 15, 1975. Diffuse, marked 
regrowth was noted within three months 
and, by Jan 6, 1976, only one small area of 
AA remained on the right side of the nape. 
It was approximately 2.5 cm in diameter 
and was cosmetically unimportant. All 
treatment has been discontinued since Jan 
6, 1976. 

Case 7.—The patient, who is a sister of 
patient 6, was 13 years old when AA devel- 
oped. She had lost approximately 50% of 
her scalp hair, including her eyebrows and 
eyelashes. She was treated with intrale- 
sional infiltrations of triamcinolone ace- 
tonide to a maximum dose of 10 mg every 
three weeks. Hair regrew in the areas that 
were infiltrated but was insufficient to 
provide much cosmetic improvement. Pred- 
nisone therapy, 20 mg/day, was started on 
July 15, 1975, and was discontinued on 
March 25, 1976. Currently the patient has 
complete hair regrowth on the scalp; 
however, her eyebrows are somewhat 
sparse. 

Case 8.—This patient was 12 years of age 
(1970) when AT with some aspects of AU 
developed. She was started on a regimen of 
prednisone, 40 mg/day, on Nov 15, 1974. 
Attempts to wean her to a dosage of less 
than 15 mg of prednisone per day have 
resulted in the diffuse loss of sealp hair 
(with the exception of an interval from 
April 5 to Aug 22, 1975). Since the summer 
of 1975 she has had only a few small areas 
of AA and the overall appearance of a full 
head of hair; she is currently receiving 30 
mg of prednisone every second day. 

Case 9.—Alopecia totalis developed when 
this man was 22 years of age. He had AT 
for slightly more than one year prior to 
receiving prednisone therapy, 40 mg/day, 
on March 13, 1976. He continued to receive 
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this dosage for approximately two month 
without any hair growth. Treatment was 
diseontinued. | 
Case 10.—À 48-year-old man had had 
AU since November 1974. Treatment with 
prednisone, 40 mg/day, was started on 
April 8, 1975. By June 8, 1976, the predni- - 
sone dosage had been tapered to 10 mg/ - 
day and good hair regrowth was noted. 
However, an ophthalmologic examination: 
at this time showed a small cataract and - 
increased intraocular pressure in the right 
eye. Because of this, it was decided to | 
discontinue all treatment. By Oct 25, 1976, | 
all the scalp hair was lost. 
Case 11.-This 13-year-old girl had AT 
develop during a period of one month from : 
August to September 1975. On Jan 29, 1976, 
treatment with topical 0.05% fluocinolone 
with ocelusion nightly was started. Excel- 
lent hair regrowth was seen until June 8, - 
1976, when the patient noted an increasing. 
amount of hair on her pillow each morning. 
By June 21, 1976, she had lost approximate- 
ly 50% of her regrown hair; prednisone 
therapy, 40 mg/day, was started. It was 
discontinued on Feb 15, 1977. At this time 
she had virtually full scalp hair regrowth. 
To date she has not required any additional 
treatment. B 
Case 12.—This 22-year-old woman had 
AA since the age of 16 years. Prednisone 
therapy, 30 mg/day, was started on Dec 15, 
1975, and excellent regrowth of scalp hair 
had occurred by April 1976. At this time 
she was taking prednisone, 7.5 mg every 
second day. Also in April the patient 
sustained a comminuted fracture of the 
left fifth finger and shortly thereafter she 
noted several new areas of alopecia behind 
her right ear. The prednisone dosage was 
increased to 20 mg every two days. Total 
scalp hair regrowth was noted by Jan 24, 
1977. At present (since Sept 15, 1977) she is 
taking prednisone, 5 mg every two days. _ 
Case 13.—Alopecia totalis developed 
when this 11-year-old girl was aged 9 years. 
and persisted for 1 years. Treatment was. 
started on June 1, 1976, with 30 mg of 
prednisone per day. Noteworthy cosmetic. 
improvement had occurred by November 
1976 and prednisone therapy was discon-. 
tinued on Feb 3, 1977. | 
On March 10, 1977, the patient's mother 
phoned to report the loss of "a hundred 
hairs" daily and prednisone was restarted 
at 20 mg/day. Unfortunately, hair loss 
eontinued and she lost virtually all of her 
scalp hair. (This occurred while one of us - 
[W.U.] was on holiday and, judging from -© 
our other cases, we believe that raising the: 
prednisone dose temporarily would have 
prevented this) The patient will be 
retreated after a rest of six to 12 months. 
Case 14.— Alopecia universalis developed 


when this woman was 30 years old in April 


1975 after a five-year course of intermit-. 
tent AA of variable severity. She was. 
started on a regimen of prednisone, 40 

mg/day, on June 8, 1976, and was receiving © 
the equivalent of 10 mg of prednisone per 
day within six months. At that point she 
had virtually complete hair regrowth, 
which was cosmetically sufficient so that 
she could discontinue using her hair piece. 
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only 5 mg of prednisone every second day. 
However, on Aug 2 her prednisone dosage 
. was increased to 30 mg/day in response to 
. inereasing hair loss. The dosage was 
. tapered to 20 mg every second day by Aug 
31. By Sept 15 it was decreased to 10 mg 
: every second day with no new hair loss. 
... CASE 15.~This 29-year-old woman was 
.first seen in June 1976 for AU that had 
- been present for six years. She had AA asa 
child but this cleared with intralesional 
. corticosteroid injections. Six months prior 
to her first visit, she had lost most of her 
: body hair. Prednisone therapy, 40 mg/day, 
: was started on June 15, 1976. By April 22, 
1977, the prednisone was discontinued. In 
- May she had increasing hair loss and pred- 
misone therapy was restarted at 40 mg 
every second day. This was tapered and by 
the end of August she was receiving 5 mg 
|. of prednisone every second day. 


COMMENT 


|. It may be argued that a drug that 
can have serious side effects, such as 

prednisone, should not at any time be 

used only for cosmetic purposes.*^ 

In general, we would concur with 
that view. On the other hand, the total 
absence of sealp hair can have 
extremely traumatic psychological ef- 
.fects. This is especially true for the 
children and young men and women 
affected with AT and AU. 

Although all cases that we have 
treated with prednisone have been 
included in this report, these 15 are a 
minority of those who were seen with 
AT or AU. The potential side effects 
of prednisone were explained to 
patients or their parents and only 
those who believed that the psycholog- 
ical benefits were important enough 
decided to proceed with treatment. All 
patients have been receiving regular 
ophthalmologie examinations every 
.hree to six months while receiving 
therapy. 

Seven of the 15 patients in our 
study have regrown all or virtually all 
of their scalp hair and have been able 
to discontinue oral prednisone without 
,& reeurrence of AT or AU for periods 
of between two months and 7% years 
. (average, 32 months) Another two 
patients who have had excellent 
~ regrowth were able to discard their 
. hairpieces and are currently being 
- weaned from prednisone. Two pa- 
tients were treatment failures. Pred- 
nisone therapy was discontinued for 


one patient because of the develop- 


- ment of a subeapsular cataraet and 
. inereased intraocular pressure. One 
. patient, despite excellent hair growth, 
notes excessive loss every time the 
dosage of prednisone is lowered to less 
than 15 mg daily. The response can be 
summarized as being far better than 


e 1488 Arch Dermatol—Vol 114, Oct 1978 


. By the end of. May 1977, she was taking - 
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Dates o 
“60 mg 40 mg 30 mg 20 mg 
8/ 23/ 69-8/ 27/69 8/ 29/ 69-9/ 1/69 
10/7/69-10/ 11/69 10/ 12/ 69-10/ 18/69 
8/ 1/ 70-8/ 4/70 8/5/70-8/ 21/70 
| Wa 4/7/71-4/ 14/71 3/15/71-4/1/71 
10/1/74-10/8/ 74 10/9/ 74-10/23/ 74 10/24/74-11/2/ 74 
3/ 7/ 79-3/14/ 72 3/15/72-4/1/72. 4/2/72-4/ 25/72 
ay 12/18/72-12/26/ 72 12/27/ 72-1/11/ 73 
. 6/26/73-8/14/ 73 8/15/ 73-10/4/ 73 10/ 5/ 73-10/ 30/ 73 
Nia 3/21/74-4/9/ 74 Failure to 
1/6/ 76-1/27/ 76 . 1/28/ 76-2/ 10/ 76 2/11/76-3/ 2/76 
3/3/76 3/ 10/ 76-3/ 23/ 76 3/ 24/ 76-4/ 16/ 76 Failure to | 
4/ 4/ 74-4/ 11/ 74 4/12/74-4/ 18/ 74 4/ 29/ 74-5/ 6/ 74 
6/ 17/ 75-6/ 19/ 75 — .6/20/75-6/ 26/ 75 
11/18/75-11/25/75 11/26/ 75-12/25/ 75 
4/ 19/ 77-4/ 24/ 77 4/25/ 77-5/ 4/ 77 
6/10/77-6/ 14/77 6/15/77-6/24/ 77 
4/ 15/ 75-4/ 20/ 75 4/21/ 75-4/ 30/ 75 
| ve P 7/15/ 75-7/ 29/ 75 
11/15/74-11/19/74 11/20/74-11/23/74 11/24/ 74-12/ 1/ 74 ] 
9/9/75-9/14/75 — .9/15/75-9/24/75. 
9/30/75-10/14/75. —  10/15/75-1/6/76 
2/18/76-2/24/76 . 2/25/76-5/ 10/76 
NE .5/31/76-6/ 14/76 
ER 8/ 30/ 76-9/ 7/ 76 . 9/8/76-9/19/76 
9/ 20/ 76-9/ 25/ 76 9/ 26/ 76-10/ 19/ 76 10/20/76-12/13/76 — 
iss "s zn 0. e 125/77-3/10/77. 
os mu i 20 8/11/77-3/25/ 77F 
3/13/76-5/ 11/76 .. Slowly discontinued because of 
4/ B/ 75-4/15/ 75 4/16/ 75-4/22/ 75. 4/23/75-5/26/75 . 
ut ak 10/ 22/ 75-10/ 28/75 10/29/75-11/11/75 
He ee ne 1/14/76-1/27/76 DU 
ee 1/28/ 76-2/3/ 76 2/4/ 76-3/ 2/ 76 | 
6/27/76-7/2/76. 7/3/ 76-7/ 10/ 76 | 7/11/ 76-7/ 18/ 76 o 
i Ls 7/27/ 76-8/2/ 76 .. 8/3/76-8/10/76 
12/15/75-12/22/75. 12/23/ 75-1/12/ 76 o 
Bo 6/ 2/ 76-6/ 20/ 76t 
6/ 1/76-6/6/76 6/ 7/ 76-6/16/76. 
e DM 3/10/ 77-3/20/ 77 
6/ 8/ 76-6/ 22/ 76 6/23/ 76-7/1/ 76 7/2/76-8/2/76 | 
ok 10/26/76-11/9/76 — 
8/2/ 76-8/ 6/ 76 . B8/7/76-8/16/ 76 
6/15/ 76-6/ 29/ 76 6/ 30/ 76-7/13/ 76 7/14/ 76-7/ 26/76 
zs ~ P 8/ 10/ 76-9/ 6/ 76t 
5/18/76-5/22/76t 


eon on ane t» 
e. e+ ew eee ere x 


ES 
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. Prednisone Dosage 








nM 15 mg 10 mg 7.5 mg 5.0 mg 2.5 mg Discontinued — 
«.- 9/2/69-9/6/69 9/ 7/ 69-9/ 10/ 69 vid 9/ 11/69 : 
10/ 19/ 69-10/ 22/ 69 10/ 23/ 69-12/ 1/ 69 12/ 2/ 69-12/ 14/ 69 E " DEM 
Sm 12/15/69-1/15/ 70 1/ 16/ 70-2/ 1/ 70 2/ 2/ 70-2/ 14/ 70 2/ 15/ 70-2/ 28/ 70 3/ 1/ 70 
8/ 22/ 70-9/ 1/ 70 9/ 2/ 70-9/ 14/ 70 9/ 15/ 70-10/ 21/ 70 10/ 22/ 70-12/ 1/ 70 12/ 2/ 70-12/ 31/ 70T 17/1/71 
4/ 2/ 71-5/ 1/ 71 5/2/71-8/ 7/71  — 6/8/ 71-7/1/ 71 7/2/ TV-7/21/ 71. . 7/ 22/ 71-8/ 14/ T1 8/15/71 
11/3/ 74-11/ 12/74 11/13/74-12/10/ 74 12/ 11/ 74-12/ 25/ 74 12/ 26/ 74-1/ 16/ 75 1/17/ 75-2/ 17/ 75 2/18/75 
4/ 26/ 72-5/ 1/ 72 5/ 2/ 72-5/ 8/ 72 5/ 9/ 72-6/ 6/ 72 6/ 7/ 72-7/ 15/ 72 7/ 16/ 72-8/ 5/ 72t 8/6/72 
0 1/12/ 73-2/ 12/ 73 2/ 13/ 73-3/ 19/ 73 3/ 20/ 73-4/ 3/ 73 4/ 4/ 73-4/ 17/ 73 4/ 18/ 73-5/ 31/ 73 6/1/73 
2 .10/31/ 73-11/ 29/ 73 11/ 30/ 73-2/ 1/74 2/ 2/ 74-2/ 28/ 74 re 
 ..  2/29/74-3/ 20/ 74 ats 
^7 ' respond; steroids slowly discontinued 
respond; treatment slowly discontinued . Ey br DE dod 
4/ 29/ 74-5/ 6/ 74 5/ 7/ 74-6/ 3/ 74 6/ 4/ 74-7/ 22/ 74 7/ 23/ 74-8/ 23/ 74 8/ 24/ 74-11/ 10/ 74t 31/11/74 
6/ 27/ 75-6/ 30/ 75 7/1/ 75-7/ 15/ 75 joa 7/ 16/ 75-7/ 30/ 75 7/31/75 
12/ 26/ 75-1/ 6/ 76 1/ 7/ 76-2/ 5/ 76 2/ 6/ 76-3/ 20/ 76 3/ 31/ 76-6/ 7/ 76 6/8/76 
5/ 5/ 77-5/ 9/ 77 5/ 10/ 77-6/9/ 77 
6/ 25/ 77-8/ 31/ 77t ~~ | M» m P He 
6/ 1/ 75-7/ 15/ 75 7/ 16/ 75-8/ 19/ 75 8/ 20/ 75-9/ 3/ 75 9/ 4/ 75-10/ 28/ 75 Tapered 1/6/76 
7/ 30/ 75-8/ 12/ 75 8/ 13/ 75-10/ 7/ 75 10/ 8/ 75-10/ 22/ 75 10/ 23/ 75-11/ 7/ 75 Tapered 3/25/76. 
12/ 2/ 74-2/ 21/ 75 2/ 22/ 75-4/ 4/ 75 aa IN ! 225 
4/ 5/ 75-4/ 25/ 75 4/ 26/ 75-5/ 23/ 75 5/ 24/ 75-7/ 1/ 75 7/ 2/ 75-8/ 21/ 75 8/ 22/75 
9/ 25/ 75-9/ 29/ 75. p 
1/ 7/ 76-2/ 17/ 76 wed 
5/ 11/ 76-5/ 25/ 76 5/26/76-5/30/76 . 
6/ 15/ 76-8/ 29/ 76 | 
12/ 14/ 76-1/ 24/ 77 
3/ 26/ 77-8/ 31/ 77 ie 
nohair growth after 8 wkof therapy 
5/ 27/ 75-8/ 19/ 75 8/ 20/ 75-9/ 30/ 75 
10/ 1/ 75-10/ 21/ 75 12/ 3/ 75-1/ 13/76 
11/12/ 75-12/ 2/ 75 a6, "n Ux 
EN 3/ 31/ 76-6/ 8/ 76 Steroids tapered owing to development of cataract 
3/ 3/ 76-3/ 30/ 76 ge 
7/ 19/ 76-7/ 26/ 76 8/ 19/ 76-9/ 6/ 76 ps RS NE 
8/ 11/ 76-8/ 18/ 76 10/ 25/ 76-11/ 26/ 767 11/ 27/ 76-1/ 4/ 77T 1/ 5/ 77-2/ 14/ 77 2/15/77 
94 1/ 76-10/ 24/ 76t 2/10/76-2/23/76 — Da Ki 
c0 1 V13/76-2/9/76 3/ 25/ 76-4/ 14/ 76t 4/ 15/ 76-6/ 1/ 76t ne 
c. 0/24/ 76-3/ 24/ 76t 1/24/ 77-4/14/ TTF 4/ 15/ 77-7/ 18/ 77+ 7/19/77 to present sibs 
— 6/21/76-1/23/ 771. 8/13/76-9/21/76 - 9/ 22/ 76-10/6/ 76 10/ 7/ 76-2/ 2/ 77 (e 2/ 3/ 77 
6/17/ 76-8/ 12/76 — 3/ 26/ 77-4/ 1/77 4/ 2/ 77-4/ 15/ 77 —— 4/ 16/ 77-4/ 30/ 77 5/1/77 
3/ 21/ 77-3/ 25/ 77 9/ 15/ 76-10/ 25/ 76 e NIU MS | ue 
8/ 3/ 76-9/ 14/ 76 12/ 22/ 76-4/ 1/777 4/ 2/ 77-5/ 28/ 77+ 5/ 29/ 77-8/ 1/ 77 
11/ 10/ 76-12/ 21/ 76 8/ 22/ 76-8/ 26/ 76. Wome 
8/ 17/ 76-8/ 21/ 76 8/ 27/ 76 to presentt 
7/ 27/ 76-8/ 9/ 76 M ER um un a 
.9/ 7/ 76-11/ 29/ 76t 11/ 30/ 76-1/ 23/ 77+ 1/ 24/ 77-2/ 14/ TTF 2/ 15/ 77-4/16/ 77t 4/ 16/ 77-4/ 21/ 7TT 4/ 22/ 77 
5/ 23/ 76-5/ 27/ 767 5/ 28/ 76-6/ 1/ 76t 6/ 2/ 76-6/ 6/ 76t 6/ 7/ 76-6/ 27/ 76T b 
6/ 28/ 76-7/ 2/ 76t 7/ 3/ 76-8/ 15/ 76 8/ 15/ 76to present 


, * Data is current to Aug 31, 1977. 
+ Daggers indicate that the dosage was received daily, but was administered as an alternate-day morning dose. 
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could be expected from the natural 
course of the disease.' 

Our experience also indicates that 
rapid recurrence of the disorder is not 
the inevitable sequela of discontinu- 
ing therapy. 

. Side effects were mainly limited to 
.weight gain. Patient 2 has a small 
-asymptomatic subcapsular lens opaci- 
-ty that was discovered 1'2 years after 
prednisone therapy was discontinued 
(although she received intermittent 
-intralesional triamcinolone during 
this interval). A small cataract devel- 
oped within two months of starting 
prednisone therapy in patient 10. 
_ While this complication is a serious 
one, cataracts in patients with AA 
: have been reported when no cortico- 
Steroids have been administered, 
‘and the timing of their onset in our 
patients leaves it unclear as to wheth- 
"er they were related to treatment or 
not. Hypertension did not develop in 
any of our patients. One patient had 
i moderately severe gastrointestinal 
‘pain when prednisone therapy was 
started. Findings of a radiological 
examination of the gastrointestinal 
traet were normal; the gastrointesti- 
nal pain has since then become inter- 
mittent and considerably milder. 

. Winter et al; in their article "Pred- 
nisone Therapy for Alopecia Areata," 


^ 1 Walker SA, Rothman S: Alopecia areata: 
< Statistical study and consideration of endocrine 
- influences. J Invest Dermatol 14:403, 1950. 
< 2, Muller SA, Winkelman RK: Alopecia areata: 
An evaluation of 736 patients. Arch Dermatol 
8:290-297, 1963. 
. B. Dodd WA: Alopecia Areata: Current Des 
matological Management. St Louis, CV Mosby 
- Co, 1970, p 41. | 
.. 4, Rook A, Wilkinson DS, Ebling FJG: Tert- 
book. of Dermatology, ed 2. London, Blackwell 
Scientific Publications, 1972, p 1598. 

. 5. Fitzpatrick TB, Arndt KA, Clark WH, et al: 
Dermatology in General Medicine. New York, 
McGraw-Hill Book Co Inc, 1971, p.318. 

6 Moschella SL, Pillsbury DM, Hurley HJ: 
Dermatology. Philadelphia, WB Saunders Co, 
1975, p 1207. 





1. Maddin S: Current Dermatologie Manage- 


"ment. St Louis, CV Mosby Co, 1975, p 72. 
.& Leyden JJ, Kligman AM: Treatment of 


alopecia areata with. steroid solution. are ] 


Dermatol 106:924, 1972. 


9. Lubowe IL: Alopecia areata totalis and l 


universalis. Ann NY Acad Sei 83:458, 1959. 


:10. Sher RK: Triamcinolone acetonide intra- 


museularly: Effective long acting steroid therapy 
^in dermatologic disorders. J Am Geriatr Soc 
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concluded that "Long-term Ont | 


was not accompanied by an obvious 
beneficial change in the natural 
course of AA." They also concluded 
that "Because of the potentially 
serious side effects... prednisone 
therapy is not recommended for long- 
term use in AA.” 

Insofar as their patients with AT 
are concerned, the data in their report 
did not support either conclusion.” 

Small areas of alopecia areata 
usually occur after prednisone thera- 
py has been discontinued. These can 
be managed successfully in most cases 
with intralesional steroids. 

Our method of treatment varies 
from that of Winter et al^ in that 
comparatively short eourses of predni- 
sone were given. In addition, dosages 
rarely exceeded 30 to 40 mg/day 
initially and were more rapidly 
tapered. Good hair growth was 
achieved despite these differences by 
using topical and intralesional corti- 
costeroids for more resistant areas 
that are typically present. Most pre- 
vious attempts to treat AT with corti- 
eosteroids for systemic effect have, 
similar to the methods of Winter et 
al; used higher and longer courses of 
treatment in order to get regrowth in 
these resistant zones. Our approach 
results in as good or better hair 


Ones 


12:328, 1964. 

11. Van Scott EJ: Esalintión of disturbed hair 
growth in alopecia areata and other alopecias. 
Ann NY Acad Sei 83:480-490, 1959. 

.12. Moawad MB: Comparative study of loeal 
treatment of alopecia areata with trial of two 
additional methods. Dermatol Monatsschr 
155:417, 1969. 


13. Dillaha CS, Rothman S: Therapeutic exper- . 


iments in alopecia areata with orally adminis- 
tered cortisone. JAMA 150:546, 1952. 


14. Dillaha CJ, Rothman S: Treatment of 


alopecia areata totalis and universalis with 
cortisone acetate. J Invest Dermatol 18:5, 1952. 

15. Burgoon CF: Alopecia totalis: Response to 
corticotropin (ACTH) and cortisone. Arch Der- 
matol Syphilol 61:431-432, 1953. 


16. Wilson RA: Effect of ACTH on hair 
growth in. alopecia areata and universalis: 


Preliminary communieation. Lancet 1:646, 1952. 


— -17o Lapiere S, Lapiere M, Mathus-Gielen D, et 
al Bilan d'une annee supplementaire. de traite: 
ment par ACTH et corticosteroides des pelades- 
totales graves. Arch. Belg Dermatol. Syphilol 


18:36, 1962. 

18. Sales P: Pelade et corticotherapie. Bull Soc 
Frane Derm Syph TORBA, 1963. 

19. Husman F, Kaffarnik H: Zur Kortikoste- 





growth but minimizes side effects. 


This is important not only to the 


engaged in new forms of therapy. 

The recent encouraging reports 6f 
the effectiveness of topical halcinon- 
ide? and dinitrochlorobenzene^*" in 
AA suggest the possibility of also 
using these agents in conjunction with 
prednisone. 

The Table was prepared so that the 
reader might gain a "feeling" for 
treating this disorder with predni- 
sone. 

Hopefully other physicians will at- 
tempt treatment and report on their 
experiences so that eventually a suffi- 
cient number of cases can be accumu- 
lated to allow a more valid assessment 
of the course of this disease when 
treated with oral corticosteroids. 


patient, but also to the my. ff 


Case 12 was provided by Nadine S, Hradsky, 
MD, FRCP(C), who is a dermatologist at Welles- 
ley and Princess Margaret hospitals, Toronto, 
and a lecturer in medicine (dermatology) at the 
University of Toronto. 


Nonproprietary Names 


and Trademarks of Drugs 


Corticotropin —Acthar, Cortrophin, Cortro- 
phin Zinc. 


| Halcinonide—Halog. 
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104:1282, 1965. 
20. Shelley WB, Harun JS, Lehman JM: Long- 


term triamcinolone therapy of alopecia univer- 


salis: Case report. Arch Dermatol 80:433-435, 
1959. 

21. Unger WP: Systemic corticosteroids in 
alopecia totalis, Can Med Assoc J 108:177, 1978. 

22. Kern F, Hoffman WH, Hambrick GW, et 
al: Alopecia areata: Immunologie studies and 
treatment with prednisone. Arch Dermatol 
107:407-412, 1973. . 

23. Winter RJ, Kern F, Blizzard RM: Predni- 
sone therapy for alopecia areata: A follow-up 


| eur Arch Dermatol 112:1549-1552, 1976. 


24. Unger WP: Prednisone therapy for alope- 
eia areata. Arch Dermatol 1413:1457, 1977. 
25. Montes LF: Topical halcinonide in alopecia 


areata and alopecia totalis. J Cutan Pathol 4:47- 
50,1977. . 


26. Happle F, Echternacht K: Induction of hair 
growth in. “alopecia areata with. D.N.C.B. Lancet 
2:1002-1003, 1977. — 

27. Frentz G, Eriksen K: a caalent of alope- 
cia areata with DNCB—An immunostimulant? 
Acta Derm Venereol 57: 371-372, 1977, 
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Surgical Therapy for Basal Cell 


Epitheliomas by Curettage Only 


William E. MeDaniel, MD 


€ Thorough curettage alone was used 
to treat 214 basal cell epitheliomas 
(BCEs) of 152 patients who were followed 
up from six months to 13 years (the initial 
three were treated 19 years ago). One 
hundred sixty-four treated sites have been 
followed for at least two years, 132 for at 
least four years, and 121 for five yeas or 
longer. 

There were six treatment failures in the 
214 lesions followed to date. Two re- 
curred at ten months, one at 12 months, 


two at 20 months, and one at 25 months 
after treatment. If it is carefully done, the - 
curettage alone cure rate compares favor- — 


ably with other forms of treatment. Curet- 
tage is simple, effective, and inexpensive 
treatment of BCEs. 

(Arch Dermatol 114:1491-1492, 1978) 


simple, inexpensive, effective 


means of eradicating cutaneous: 


epitheliomas that also gives excellent 
cosmetic results is very desirable. 
Sears from x-ray therapy worsen with 


the passage of years and become. 
yellow-white with gradually increas- 


ing telangiectases, Electrocoagulation 


often causes delayed wound healing 
and at times a hypertrophic sear, — 
which may resemble recurrence of - 
tumor. Scalpel excision necessitates 
needless sacrifice of full thickness of . 
surrounding skin with the added time 
consuming chores of tying off bleed- - 
ers and careful suturing to achieve ano 
optimal result. Cryosurgery is ina 
developmental phase and necessitates | 
proper depth of destruction with some: 
inevitable loss of normal tissue. Micro- 
scopic controlled removal, the ultimate 


treatment for complicated or large 
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cutaneous epitheliomas, necessitates 
special expertise and equipment and 
is needlessly expensive and cumber- 


some for most small basal cell epithe- 


liomas (BCEs). 


In 1958 I decided to use thorough i 


curettage as the only treatment for 
three small BCEs to see if eure with 
faster wound healing and improved 


cosmetic result could be achieved. The. 
procedure was explained to the pa- 
tients and they gave their consent. 
After six years these three initial sites - 
were virtually indiscernible. Reymann: 
reported the results of therapy by 

curettage only in 178 patients with — 
BCEs in 1971.' In 1975 he reported the 


establishment of a special service at 
the Finson Institute for curettage- 


only treatment for patients with 
multiple BCEs and the results of more 
than 1,000 treated sites of 171 patients 
who were followed up for more than 


five years.” Although Baer and Kopf 
list this therapy first in their table of 


standard cold steel surgical treat- 


ments for BCEs in the lead article of 
the 1964-1965 Year Book of Dermatolo- 


gy none of their 1,000 patients who - 
were treated and followed up for a 
maximum period of six to nine years | 
for complications of therapy appear to 
-have been treated by curettage alone. - 
After 1964 most small (less than 2.5 
em) freely. movable BCEs that were —— 
seen in my office were treated by the — 
following: technique when they were 
located in: an area that was suitable 
for firm curettage (not the eyelid or 





lip) and when they were not of the 


morphea type or infiltrating lesions. 


Histopathologically, the majority 
were reported to be nodular BCEs. 


MATERIALS AND METHODS 


After the usual surgieal preparation and 
injection of lidocaine around the tumor, a 
10 x 7-mm oval, sharp, dermal curette was 
used to eut through the skin all around the 





lesion, gradually forcing the curette under. 
it from all. sides until a virtual excision: 
biopsy was achieved. Most small basal cell: 
tumors leave a visible indentation in th 
remaining site after such. removal. If thor 
ough curettage is done until this “pocket 
is no longer visible, one is usually stil 


within the dermis with. smaller. tumors 





Only. rar ely was the. subeutaneous fa 
exposed, Care was taken to curette 3 0 


mm. beyond the. margin of the tumo 


include microscopic extensions and m 
centric foci. A- "fréely- bleeding wou 


results. Careful observation of the wou 
with magnifying glasses with - -partia 


hemostasis by pressure with gauze flap 


-showed pink trabeculations of the dermis 


-Size 2 dental absorbable gelatin sponge 
(Gelfoam) packs eut to the appropriate size 


and thickness were firmly pressed into th 


wound, filling the defect and achieving. 


hemostasis. The packed wound and sur 


rounding skin were then painted with povi-. 
done liquid. and a sterile dressing was i 


applied. Serous oozing may occur so the. 


wound should be dressed accordingly. Th 
wounds healed in 12 to 22 days, dependin; 
on the size of the defect and the site of th 
lesion. The wounds were redressed at. on 
week. Follow-up. visits for patients wer 
attempted at 1,2, 4, 6, and 12 months an 
then annually. Mailing was done to jog 
delinquents and finally phoning. A descrip- 
tion of appearance and feel of the treated. 


site was entered on the patient's chart at 
j such visits. ; 


s . RESULTS 
The present. study was terminated 


E n April 1978. The sites of the individ-, 
= ual lesions are as follows: 


Site of Lesion No. of Lestois 
Ears 18 
Neck 17 
Sealp 8 
Back 8 
Hand 3 
Forearm 2 
Chest 1 
Leg 1 
Total 214 


All lesion sites were areas of frequent 
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sun exposure, with 191 of the 214 
lesions being on the face, ears, and 
“neck. Thirty-eight patients had more 
-than one BCE. Only one of the recur- 
 rences was in this group. There were 
-T6 male and 76 female patients, all of 
whom were white. Forty patients 
were less than 50 years of age and 112 
"were older. 

. The estimated known duration of 
the various lesions at the time of 
-surgery is as follows: 


Months No. of Lesions 
«6 70 
6-12 87 
12-36 33 
> 36 16 
_ Unknown 8 


"The duration estimated by patients 
-varied from 2% weeks to 74 years, 
with only six of the lesions thought to 
.be present for more than five years. 
Generally, one can expect a l-cm 
inerease in size for each year's dura- 
tion of a BCE.* The average known 
„duration was 14 months and the mean 
was nine months, which indicates only 
a fair degree of suspicion on the part 
of the patients, their families, and 
-referring physicians concerning new 
growths on the patients’ exposed 
skin. 

. In addition to the original three 
small BCEs removed by curettage 
only 19 years ago, 211 lesions of 149 
: patients have been so treated and 
followed up, detailed as follows: 


At least 6 mo 90 
. At least 2 yr 13 
At least 3 yr 19 
` At least 4 yr 11 
Longer than 5 yr 121 
Total 214 


The average time of follow-up was 
.51.5 months and the mean was 60 
months. The shortest time was six 
months and the longest was 13 years. 
Of the preceding, 164 treated sites 
have been followed up for at least two 
: years, 132 for at least four years, and 
..121 for at least five years. 

E Hypopigmentation at the wound 
site is the most common sequella 
initially. Some spreading of pigment 
. from the adjacent skin and underlying 
-hair follicles occurs with time, which 
improves the long-term result. Many 
hair follicles are preserved. Usually 
.there is no palpable difference be- 
ween the well-healed site and the 
surrounding tissue. A few times a 
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narrow linear palpable scar remained, 


probably in those instances where the 
reticular dermis was breached. The 
cosmetie results are eminently satis- 
factory. 

There were six recurrent lesions. A 
48-year-old woman had a marginal 
recurrence at about 25 months after 
the removal of a 6 x 6 x 1-mm BCE 
on her left cheek. The lesion had 
reached a size of 9.0 x 5.0 x 0.25 mm 
when she came in ten months later for 
her annual checkup. The lesion was 
removed by Mohs’ chemosurgery tech- 
nique. A 41-year-old man had a BCE 
that was originally 10.0 x 6.5 x 15 
mm on his cheek below his right inner 
canthus that recurred at about 20 
months after removal It was re- 
treated by curettage and thorough 
electrocoagulation, leaving a 1-mm 
depressed, 20 x 15-mm pink scar. A 
62-year-old woman had a 
7.0 x 5.0 x 1.5-mm BCE on her nose 
for four months. Twenty months later 
a 20 x 15 x 0.2-mm slightly tender 
papule appeared at the upper pole of 
the originally treated site. The entire 
area was retreated by curettage and 
electrocoagulation. À 54-year old man 
had a 13 x 10 x 3-mm nodular BCE 
lateral to his left eye of several 
months' duration that recurred 12 
months after treatment. It was 
removed by Mohs' chemosurgery tech- 
nique at the University of Virginia. 
An  82-year-oüld man had an 
11 x 21 x 1-mm BCE on the balding 
left side of the occiput of his scalp of 
1% years’ duration that recurred ten 
months after treatment. It was 
removed by thorough curettage and 
electrodesiccation and remains clear 
after more than six years. A 73-year- 
old woman had a 9 x 8-mm horny 
scaling, slightly infiltrated, red oval 
BCE on the middle third of the ridge 
of her nose of one year's duration; it 
recurred ten months after treatment. 
This was removed by another physi- 
cian in a manner unknown, but it 
remains clear after six years. 

Eleven of the patients in this study 
have died, apparently mostly of the 
complications of old age. The cause of 
death is known in only two. One died 
at the age of 77 years of a coronary 
thrombosis; the other died at the age 
of 78 years of a bronchogenic carcino- 
ma of the lung. The average follow-up 
in this group was 26.5 months, with a 
mean of 21 months. 





Only 12 patients were excluded ^» 
because of failure to return for 
follow-up; they could not be locate 

despite our best effort. / 


COMMENT . 


Admittedly, this was a selected 
group of lesions; the dermatologist 


with varied. therapeutic methods tra- 


ditionally fits the treatment to the 
need of the problem. A special effort 
is being made for continued follow-up 
of these patients. Each lesion that was 
removed was submitted for biopsy. 
Regarding basal cell carcinoma of the 
skin, experience has shown that 
metastasizing tumors of this type are 
extremely infrequent." Those re- 
ported instances of metastases where 
characterized by tumors of prolonged 
duration and frequent recurrences 
after therapy. Reymann' believes 
from his considerable experience that 
patients are not exposed to any 
greater danger by eurettage treat- 
ment than any other method of treat- 
ment that is generally applied to BCE. 
I eertainly concur, especially when 
dealing with small lesions without 
prior relapse after therapy. I also 
agree with his statement that curet- 
tage is the treatment of choice since 
no other method of treatment gives 
such good cosmetic results. Those 
patients who have residual hypopig- 
mentation are helped with time by the 
spreading of pigment from the mar- 


gins and the surviving hair follicles. 


When a biopsy specimen of the 
removed tissue shows it to be Bowen's. 
disease, additional therapy is probably 
wise; two of five of my patients expe- 
rienced recurrence in this serles. 


James Bard, MD, reviewed the manuseript and 
made helpful suggestions, Nancy Stevens typed 
the manuseript and revisions, and Betty Dona- 
than aided in the follow-up of patients. 
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À Singular Dermatosis of Mongols 


Owen A. Finn, MD, MRCP(Glas); Peter W. Grant, LRCP & S(Ed), LRFP & S(Glas); 


Donald I. McCallum, MD, FRCP(Ed), DPH; Edmund J. Raffle, MB, ChB, FRCP(Ed), DCH 


€ A long-term, erythematous, follicular 
papular dermatosis affecting the prester- 
nal and interscapular skin was found to 
occur in subjects with Down's syndrome. 
One hundred seventy-four subjects (110 
male and 64 female) were surveyed. The 
condition was seen in 4696 of the males, 
with the highest incidence in patients who 
were between 20 and 40 years of age; the 
condition was rare in the females. Our 
findings suggest that this condition is 
much commoner than any other abnormal 
skin feature described in the literature on 
Down's syndrome. 

(Arch Dermatol 114:1493-1494, 1978) 


Asse number of abnormal skin 
features have been reported to 
occur in patients with Down's syn- 
drome and are well summarized in the 
literature on this anomaly.'* Al- 
though in these subjects the skin is 
soft in infancy, it tends later to 
become dry and rough. Circumscribed 
redness of the cheeks, cutis marmora- 
ta, and acrocyanosis are common, as 
are a high incidence of xerosis, local- 
ized hyperkeratotic patches of gray, 
scaly, thickened skin on the limbs, and 
keratosis palmaris et plantaris. There 
is a reported increase in the incidence 
of alopecia areata’ and of lentigines 
and atrophy following sunlight expo- 
sure in older mongols. Cheilitis, bleph- 
aritis,"° and syringomata around the 
eyes" are said to be more common in 
mongols. Elastosis perforans serpig- 
inosa is reported to be more frequent 
in both mongols and other persons 
with mental deficiency than in the 
general population. 

The observation by two of us 
(P.W.G. and D.I.M.), which was pre- 
viously reported," of a persistent 
cutaneous eruption that was not docu- 
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mented in the literature, to our knowl- 
edge, led us to survey all the patients 
with Down's syndrome resident in 
three centers in Scotland to ascertain 
the incidence of the dermatosis and to 
categorize its features in greater 
detail. 


SUBJECTS AND METHODS 


One hundred seventy-four mongol pa- 
tients (110 males and 64 females) were 
examined with particular attention paid to 
the skin, which was carefully scrutinized 
from head to foot. The three populations 
included 66 patients at the Royal Seottish 
National Hospital, Larbert, Scotland; 42 
patients at Craig Phadrig Hospital, Inver- 
ness; and 66 patients at Strathmartine 
Hospital, Dundee. 


FINDINGS 
Clinical Appearance 


The cutaneous feature that occurred 
with surprising regularity in the male 
subjects was an erythematous papular 
follicular eruption. This eruption af- 
fected the presternal and interscapu- 
lar skin to a variable degree, although 
involvement of both the front and 
back of the thorax was not invariable. 
The cutaneous appearances are shown 
in Fig 1 and 2. When extensive, the 
eruption also involved the lower abdo- 
men, upper thighs, lumbar region, and 
buttocks (Fig 3). 

The condition was present in 51 of 
the 110 males, with the highest inci- 
dence in the 20- to 40-year age-group, 
but the eruption was noted to a minor 
extent in a few teenagers and in a few 
subjects older than 45 years. In one of 
the three centers, no females were 
encountered with this dermatosis; in 
the other two centers, however, six 
subjects showed the condition, to a 
minor degree, on the interscapular 
skin alone. 


Histology 


Histological examination was car- 
ried out in two cases. Biopsy speci- 
mens were taken from interscapular 
skin, which showed a florid eruption. 
Routine biopsies were considered un- 
justified in the cases of all these 
unfortunate patients on the basis that 
biopsy was nonessential investiga- 


tion. 

The features shown on histological 
examination were a noticeable densi- 
ty of collagen surrounding normal 
pilosebaceous follicles (Fig 4), and 
chronic inflammatory changes in the 
dermis, including lymphocytes and 
plasma cells prominently in a parafol- 
licular distribution as well as perivas- 
cularly (Fig 5). Epidermal changes 
were minimal and consisted of slight 
acanthosis, a compact stratum cor- 
neum, and a poor granular layer. The 
density of the collagen surrounding 
the follicles and the associated inflam- 
matory infiltrate could well account 
for the follicular papules that were 
seen clinically. 


COMMENT 


The occurrence of this dermatosis in 
almost half the male mongol popula- 
tion that we surveyed made it the 
most common skin condition encoun- 
tered, apart from the red, roughened 
cheeks, and tongue and lip involve- 
ment that represent an integral part 
of Down’s syndrome. Both xerosis and 
localized patches of gray hyperkera- 
totic skin on the limbs were surpris- 
ingly rare, and syringomata and elas- 
tosis perforans serpiginosa were not 
seen in any patient. The occurrence of 
alopecia areata, however, was more 
frequent than normal in two of the 
three series surveyed” (and according 
to J. Anderson, MRCP, oral communi- 
cation, 1977). 

The involvement of the skin areas 
that are commonly affected by seb- 
orrheic dermatitis led us to consider 
whether this dermatosis was a follicu- 
lar variety of seborrheic dermatitis. A 
considerable number of patients (ac- 
cording to the nursing staff) required 
more than average attention to their 
scalps because of varying degrees of 
dandruff or crusting, and indeed pity- 
riasis capitis of greater or lesser 
degree was noted in 18% of patients. 
The association, however, with the 
follicular papular dermatosis was in- 
constant, and indeed, more of the 
subjects affected with the follicular 
dermatosis had no abnormality of 
their scalps whatsoever. 


‘ermatosis of Mongols—Finn et al 1493 





Fig 3.—Distribution of eruption when 
extensive. 





Fig 5.—Perivascular and perifollicular cellular infiltration (hematoxylin-eosin, x 70). 
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Fig 4.—Dense perifollicular collagen bun- 
dies (hematoxylin-eosin, x 140). 





Fig 2.—Follicular papules. 


Clinieal observation suggests that 
this dermatosis is a fixed eruption, 
and though it may vary in degree, ie, 
itis more noticeable in warm weather, 
it is not subject to relapses and remis- 
sions. In most patients, the condition 
had been present for years. 

Atypical keratosis pilaris, which 
resembles the entity we describe, was 
noted in 1950 in ten mentally deficient 
patients in Philadelphia,? and we 
believe that the high incidence of this 
follieular dermatosis in Down's syn- 
drome in Scotland may well prove to 
be a more universal finding. 


D.A. Primrose, MD, of the Royal Scottish 
National Hospital, Larbert and the medical 
staffs of Craig Phadrig Hospital, Inverness, and 
Strathmartine Hospital, Dundee gave permission 
to study the patients under their care. The nurs- 
ing staff of all three hospitals provided help and 
eooperation in carrying out this study. John 
Rogers, MB, BS, performed the histopathology. 
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Pilar Sheath Acanthoma 


Amir H. Mehregan, MD, Martin H. Brownstein, MD 


* A newly recognized, benign follicular 
tumor occurred in nine patients who 
ranged in age from 46 to 75 (median, 55) 
years. The neoplasms were solitary, 
asymptomatic, skin-colored nodules with 
a central pore-like opening plugged with 
keratin. All lesions had been present for 
years. Eight were on the skin of the upper 
lip and one was on the forehead. Histolog- 
ically, a central cystic cavity showing 
epidermoid keratinization extended from 
the surface into the deep cutis. Multiple 
tumor lobules that were composed of hair 
sheath epithelium extended from the cyst 
wall into the surrounding corium. This 
neoplasm, which we have named “pilar 
sheath acanthoma," must be differen- 
tiated from trichofolliculoma and dilated 


pore. 
(Arch Dermatol 114:1495-1497, 1978) 


peis the past few years, we have 

collected nine examples of what 
is, to our knowledge, a previously 
unreported tumor that we have named 
“pilar sheath acanthoma.” Our pur- 
pose here is to describe the clinical and 
histopathologic features of this condi- 
tion and to differentiate it from other 
follicular neoplasms. 


CLINICAL FEATURES 


The nine pilar sheath acanthomas 
were solitary, asymptomatic, skin- 
colored nodules with a central pore- 
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like opening that was plugged with 
keratinous material. Eight tumors 
were on the skin of the upper lip and 
one was on the forehead. At the time 
of removal, the lesions had been pres- 
ent for 1!? to eight years, and the ages 
of the patients ranged from 46 to 75 
(median, 55) years. Five patients were 
women and four were men. The 
growths varied in size from 0.5 to 1.0 
cm. In eight of the nine patients, the 
clinical diagnosis was epidermoid cyst, 
comedo, or dilated pore. 


MICROSCOPIC FEATURES 


Histologic sections were stained 
with hematoxylin-eosin, acid orcein- 
Giemsa, PAS with and without dias- 
tase digestion, and a combination of 
alcian blue and PAS. All nine lesions 
(Fig 1 to 8) showed a central branch- 
ing cystic cavity that opened to the 
surface and extended into the lower 
half of the dermis. The cyst wall was 
composed of stratified squamous epi- 





Fig 2.—Pilar sheath acanthoma with pit-like center, present four 
years on upper lip of 74-year-old woman and thought to be dilated 
pore (hematoxylin-eosin, x 24). 





Fig 1.—Pilar sheath acanthoma extending into striated muscle. 
Lesion, present five years on upper lip of 75-year-old man, was 
thought to be epidermoid cyst (hematoxylin-eosin, x 12). 
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7 Fig 3.—Pilar sheath acanthoma that had been present for several 
years on upper lip of 53-year-old man; thought to be a comedo 
(hematoxylin-eosin, X 30). 
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en present on upper 
lip of 67-year-old man for several years; thought to be cyst 
(hematoxylin-eosin, X 30). 





Fig 6.—Part of central cystic cavity with areas of solid 

proliferation. Peripheral palisading and pale-staining 
Fig 5.—Pilar sheath acanthoma present five years on forehead of 52- areas suggest follicular differentiation (hematoxylin- 
year-old man; thought to be cyst (hematoxylin-eosin, x 25). eosin, x 100). 
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Fig 7.—Wall of central cystic cavity composed of strati- 
fied squamous epithelium keratinizing with formation of 
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keratohyalin granules (hematoxylin-eosin, x 100). 


thelium of variable thickness. Kera- 
tinization proceeded with the forma- 
tion of keratohyalin granules and the 
production of soft keratinous materi- 
al. 

Numerous, well-defined, lobulated 
tumor masses extended from the wall 
of the central structure into the 
surrounding corium, sometimes reach- 
ing the subcutaneous tissue and 
extending among bundles of skeletal 
muscle. The tumor was composed of 
solid proliferations of pilar sheath 
epithelium. The cells, which contained 
varying amounts of glycogen, were 
not as large and glycogen-rich as 
those of the outer root sheath of an 
anagen hair or the tumor cells of 
trichilemmoma. Occasionally, periph- 
eral palisading of nuclei was present, 
and a PAS-reactive, diastase-resistant 
hyaline sheath partially surrounded 
the tumor. In most areas, keratiniza- 
tion of the tumor epithelium was of 
epidermoid type accompanied by ker- 
atohyalin granules. Keratin cysts 
formed in several small foci. In serial 
sections, the cysts were in continuity 
with the central mass of horn. A well- 
organized fibrovascular stroma did 
not surround tumor masses. There 
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was often a condensation of elastic 
tissue, which was apparently preexist- 
ing fibers pushed aside by the growth. 
Minimal stromal deposition of alcian 
blue-reactive material occurred near 
the tumor masses. Several artifactual 
retraction spaces were observed. 


COMMENT 


Follicular neoplasms, which com- 
prise the largest class of cutaneous 
adnexal tumors, exhibit a wide spec- 
trum of  differentiation."* Pilar 
sheath acanthoma shows distinctive 
features that separate it from pre- 
viously described conditions. The le- 
sion is probably best classified as a 
benign follicular hamartoma, with a 
level of differentiation between tri- 
chofolliculoma' and dilated pore of 
Winer,’ both of which it resembles. All 
three feature a central sinus, which 
contains keratinous material, lined by 
epithelium that is continuous with the 
surface epidermis. In trichofolliculo- 
ma, however, small hair follicles radi- 
ate from the wall of the central cystic 
structure; some of these follicles are 
well differentiated and produce fine, 
colorless hairs; and an organized 
fibrovascular stroma surrounds the 


Fig 8.—Tumor masses suggesting pilar sheath epithelium (hematoxylin- 
eosin, x 100). 


epithelial structures, giving it a well- 
defined nodular appearance. In pilar 
sheath acanthoma, occasional abortive 
hair-follicle-like structures are pres- 
ent, but do not show a high degree of 
differentiation; hair shafts are absent 
within the central cavity; and a prom- 
inent fibrovascular stroma is lacking. 

Dilated pore of Winer‘ is a patulous 
follicle containing horn. Numerous 
small digitate projections radiate 
from the follicular epithelium into the 
surrounding connective tissue. 
Marked proliferation of follicular 
sheath epithelium and foci of keratin- 
ization and keratin cysts are not 
usually observed. 
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Case Reports 


Photosensitivity 


Due to a Fluorouracil Derivative 


Takeshi Horio, MD; Takashi Murai, MD; Kouichi Ikai, MD 


® A photosensitive lichen planus-like 
eruption developed in a 63-year-old man 
during postoperative chemotherapy with 
1-(2-tetrahydrofuryl)-5-fluorouracil. The 
action spectrum for the photosensitivity 
was in the long-wave ultraviolet light (UV- 
A). The reaction was reproducible on 
readministration of the drug and exposure 
to UV-A. At the time of this test, a flare-up 
phenomenon was observed at previously 
involved sites. The photopatch test was 
negative with the drug. Patients taking the 
drug who had no dermatitis were not 
sensitive to UV-A. These observations 
suggest that the photosensitivity that 
occurred in the patient was possibly 
photoallergic. 

(Arch Dermatol 114:1498-1500, 1978) 


n 1962, Falkson and Schulz' noted 
that patients receiving fluoroura- 

cil frequently developed photosensi- 
tive reactions, possibly phototoxic in 
nature. More recently, vinblastine sul- 
fate was found to cause a photosensi- 
tive response." We treated a patient 
who had photodermatitis caused by 
orally administered 1-(2-tetrahydro- 
furyl)-5-fluorouracil (FT-207). This 
drug is a derivative of fluorouracil 
that was synthesized in the Soviet 
Union and is now widely used in the 
Far East, southeast Asia, and east 
European countries. This chemical has 
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a furan ring at the 3-position of fluor- 
ouracil (Fig 1), and is metabolized to 
fluorouracil when systemically admin- 
istered.’ Therefore, a photosensitivity 
reaction due to FT-207 may develop in 
a similar manner to that due to fluor- 
ouracil from the biochemical point of 
view. 


REPORT OF A CASE 


A 63-year-old man was referred to the 
dermatology clinic because of an erythem- 
atous dermatitis on the light-exposed 
areas. In September 1975, he had an opera- 
tion for rectal carcinoma. Thereafter, he 
had been given 200 mg of FT-207 four 
times a day, and intravenous injections of 
40 mg of cytarabine and 2 mg of mitomy- 
cin every two weeks as postoperative 
chemotherapy. In May 1976, the patient 
experienced a scaling erythema on the 
exposed areas. 

On the initial examination, dark-brown 
hyperpigmentation was noted on the face, 
neck, extensor aspect of forearms, and 
dorsa of hands. There were also papules 
and erythema with slight desquamation on 
the nape of the neck, V-area of the upper 
part of the chest, and extensor aspect of 
the forearms. In addition, the dorsal 
aspects of both hands were involved with 
violaceous, lichenoid plaques, while the 
finger webs were spared. Visible mucous 
membranes were not affected. 

Biospy specimens were taken from the 


eruption on the nape of the neck and . 


dorsum of the hand. The specimen from the 
neck revealed perivascular collections of 
mononuclear cells in the upper dermis and 
liquefaction degeneration of the epidermal 
basal cells. The lichenoid plaque of the 
hand showed hyperkeratosis without para- 
keratotic cells, hypergranulosis, destruc- 
tion of basal layer, colloid bodies in the 
epidermis, and a band-like infiltrate of 
mononuclear cells in the upper dermis 
(Fig 2). 


PHOTOSENSITIVITY STUDIES 


The patient remained hospitalized dur- 
ing the investigation and was not deliber- 
ately exposed to natural sunlight. 

All photosensitivity studies were per- 
formed with four tubes of 20-W black light, 
which were housed in a reflector unit, at a 
distance of 10 cm. The light source emitted 
wavelengths from 300 to 420 nm (mainly 
long-wave ultraviolet light [UV-A] peaking 
at 360 nm) and the energy output of wave- 
lengths from 320 to 400 nm was 4.0 milli- 
joules/s/sq em at this distance. The inten- 
sity of UV energy was measured with a 
photovoltaie cell. Phototestings were al- 
ways performed on an approximately 
3 X 3-cm area on the back. At the time of 
the first examination, a ten-minute expo- 
sure produced a faint, mottled erythema 
and a 15-minute exposure induced a diffuse 
erythema. At the site exposed for 30 
minutes, a definite erythema with moder- 
ate infiltration appeared 24 hours after 
irradiation. This procedure was repeated 
for a total of three exposures to the same 
site at 48-hour intervals. Twenty-four 
hours after the last exposure, a brownish- 
red infiltrated plaque was produced (Fig 
3). Histologically, this reaction revealed 
similar findings to those of the nuchal 
lesion. 

The minimal erythema dose was deter- 
mined by exposing previously unexposed 
skin on the back to a bank of four sunlamps 
with their major output in the range of 290 
to 320 nm. The patient revealed a minimal 
erythema at the site exposed to the light 
source for two minutes at a distance of 20 
em. This dose was within the normal 
range. 

A photopatch test was carried out with 
1% tribromsalan, 1% bithionol, 1% trichlor- 
ocarbanilide, 1% trifluoromethyldichloro- 
carbanilide, 1% hexachlorophene, 1% chlo- 
rphenylphenol in white petrolatum, and 4% 
FT-207, 5% fluorouracil, 2% cytarabine, and 
0.02% mitomycin. For the last four agents, 
0.03 ml of the standard injection solutions 
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« was used. The substances to be tested were 


. applied on the normal skin of the back and 


protected from light. Twenty-four hours 
after application, the test sites were uncov- 
ered and irradiated with the black light 
sourve for ten minutes at a distance of 10 
em. None of the test sites revealed a posi- 
tive reaction at 24 and 48 hours after 
irradiation. 

Two weeks after cessation of the admin- 
istration of FT-207, cytarabine, and mito- 
mycin, the patient did not respond to a 
30-minute exposure to black light. The 
eruption of the exposed areas had almost 
resolved, leaving residual hyperpigmenta- 
tion and slightly infiltrated plaques on the 
dorsa of the hands. The FT-207 was read- 
ministered in a dose of 200 mg every eight 
hours. After receiving a total of 1,000 mg 





of the drug, the skin of the back was 
exposed to the black light source for 30 
minutes at a distance of 10 cm. Twenty- 
four hours after the irradiation, a diffuse 
erythema appeared at the site exposed to 
black light. Simultaneously, an edematous 
erythema recurred at the previously 
involved sites, face, neck, and hands, 
although not irradiated at the time. The 
administration of the drug was again 
discontinued. A 30-minute exposure was 
performed at a new skin site every day 
until the reactivity disappeared. On the 
fifth day, the reaction to the irradiation no 
longer was demonstrable. 

Intravenous injection of 40 mg of cytara- 
bine or 2 mg of mitomycin did not produce 
photosensitivity in the patient by the irra- 
diation with the black light source one and 


Fluorouracil 


Fig 1.—Chemical structure of 1-(2-tetrahydrofuryl)-5-fluorouracil (left) and fluorouracil 
(right). 
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Fig 3.—Experimentally produced eruption at site exposed to 


UV-A. 


Absorbance 


310 


Fig 4.—Absorption spectra of FT-207 (40 mg/ml) and fluorouracil 


(50 mg/ ml). 
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24 hours after injection. 

Identical phototests with the black light 
source were performed on two patients 
who had been taking FT-207 as long as the 
present patient after operations for rectal 
carcinoma. They did not have any skin 
changes nor was there any reaction at the 
sites exposed to black light for 30 
minutes. 

The absorption spectra of commercially 
available FT-207 and fluorouracil solutions 
were determined with a spectrophotome- 
ter. The results indicated that FT-207 does 
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Fig 2.—Histologic specimen reveals lichen 


planus-like findings, hyperkeratosis, hy- 


pergranulosis, destruction of basal layer, 
band-like infiltration of small round cells in 
upper dermis. 
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mot. V-A, w flüoroüracil soli: 
:; tion absorbs up to 350 nm (Fig 4). 


COMMENT 


We have observed a patient with 
. photosensitivity following oral admin- 
- istration of FT-207. A photosensitivi- 
ty reaction due to FT-207 has not, to 
our knowledge, been previously re- 
" ported. 
." In contrast, Falkson and Schulz’ 
; reported that the most frequent 
-adverse skin manifestation in the 
. fluorouracil-treated patients was pho- 
tosensitivity. In all of their white 
patients who received large amounts 
of fluorouracil and who were exposed 
to sunlight, excessive erythema, pig- 
mentation, or both developed. On the 
contrary, no erythema or hyperpig- 
mentation was noted in the 21 Bantu 
. patients who received this therapy. 
— Therefore, it appears that the photo- 
Sensitivity observed by these authors 
. was phototoxie in nature. Only one of 
. their white patients revealed a “poly- 
. morphic light eruption” consisting of 
 aplaque-like rash in a butterfly distri- 
bution on the face. The biopsy speci- 
. men of the lesion showed acanthosis, 
parakeratosis, loss of the granular 
layer, and spongiosis. In contrast, the 
lichenoid plaque in the present patient 
-was clinically and histologically iden- 
tical with lichen planus. We consider 
this a different type of reaction from 
that described by  Falkson and 
‘Sehulz, — — 
Certain drugs, such as chlorothia- 

zide, hydrochlorothiazide,^" deme- 
 eloeycline, and pyritinol hydrochlo- 
_ ride’ are known to induce photosensi- 
. tive lichen planus or lichen planus-like 
-eruptions. Although the exact mecha- 
< nism producing these photosensitivity 
reactions has not been elucidated, 
- some authors have proposed that they 
: might be photoallergic reactions.*^" 
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ath t ist was negative with the drüg 


responsible for the clinical lesions. 
Similar findings have been reported 
by Baer and Harber in the photosensi- 
tive patients with lichen planus-like 
eruption caused by drugs? They 
assumed that the precursor of the 
chemical compound responsible for 
the photoallergie reaction was formed 
elsewhere in the body rather than in 
the skin, | 

Ishibashi et al’ reported a positive 
photopatch test in the patient with 
photosensitive lichen planus-like der- 
matitis from pyritinol. They observed 

“several milium-sized red papules” at 
the site of photopatch testing with the 
drug. 

In the present patient, a photosensi- 
tivity reaction was induced at the site 
exposed to UV-A following oral 
administration of FT-207. Moreover, 
there was evidence of inflammation in 
the previously involved sites, although 
the rest of the body had been 
protected against UV exposure. This 
flare-up phenomenon is known to be 
one of the characteristics of photoal- 
lergic rather than phototoxie reac- 
tions. 

Photosensitivity did not occur clini- 
cally or experimentally in two pa- 


tients even in summer, although they . 
had been treated with FT-207 as long. 
as the present patient. In addition, the 


morphological pattern of the patient's 
eruption was different from that of 
the usual phototoxic reaction. While 
the exaet mechanism producing pho- 
tosensitive lichenoid eruption is not 
clear, the above-mentioned evidence 
suggests a photoallergic rather than a 
phototoxic effect. 

Although UV-A was responsible for 
eliciting a photosensitivity reaction in 
the present patient, absorption of FT- 
207 in this range was not observed 





absorb light to become photoreactive. 
However, FT-207 is metabolizeg to 


fluorouracil when administered sys- 
 temically. In the present study, it was 


confirmed that fluorouracil absorbs 
light into UV-A. This agrees with the 
result of Kahn et al.* Consequently, it 
appears likely that the practical pho- 
tosensitizer in the present patient 
might not be FT-207 itself but possi- 
bly its metabolite, which absorbs UV- 
A. This would explain why the photo- 


patch test was negative with FT-207, 


which was responsible for the clinical 
lesions. 


Nonproprietary Names 
and Trademarks of Drugs 


Fluorouracil- Efudez, Fluoroplex. 
Mitomyein-—Mitocin-C, Mutamyein. 
Vinblastine sulfate— Velban. 
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box ipectrophotométrically. This penult: ise 
apparently inconsistent with Grot- 
thuss-Draper's law that a drug must 
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Combined Immunotherapy 


of Malignant Melanoma 


Untsual Survival Following Cerebral Metastasis 


Lynn E. Spitler, MD; Peter Wong, MD; Richard Sagebiel, MD 


e An 18-year-old woman was found to 
have solitary cerebral, choroidal, and 
pulmonary metastases of malignant mela- 
noma three years after excision of a 
primary malignant melanoma. The cere- 
bral metastasis was excised, and the 
patient’s condition was treated with CNS 
irradiation followed by combined immu- 
notherapy with transfer factor and Bacille 
bilié de Calmette-Guérin. The transfer 
factor donor was her father, who showed 
cellular immunity to melanoma extracts 
on in vitro testing. Histologic examination 
of the pulmonary nodule, which was 
excised after the initiation of immunother- 
apy, revealed a dense lymphocytic infil- 
trate associated with the metastatic mela- 
noma. The patient is currently free of 
detectable melanoma more than three 
years after the cerebral metastasis. Stud- 
ies in a second patient also demonstrated 
the appearance of inflammatory infiltrate 
in metastatic melanoma following transfer 
factor therapy. 

(Arch Dermatol 114:1501-1504, 1978) 


d erc factor is a dialyzable 
extract of leukocytes that causes 
enhanced cellular immune reactivity 
in normal or immunodeficient recipi- 
ents.'? Early reports indicated clinical 
benefit and conversion of immuno- 
logic reactivity in patients with 
defects in cellular immunity who were 
treated with transfer factor." Subse- 
quently, therapeutic trials of transfer 
factor were undertaken in many labo- 
ratories with generally encouraging 
results. To date, there are published 
reports of the results of transfer 
factor therapy in 304 patients* with a 
variety of diseases. Conversion of skin 
test reactivity occurred in 116 of 188 
of the published cases, and conversion 
of in vitro tests of cellular immunity 
occurred in 94 of 147. There was 
apparent clinical benefit in 95 of 240 
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patients. 

The most extensive experience has 
been in conditions other than melano- 
ma. However, there have been reports 
of the results of transfer factor thera- 
py in a limited number of patients 
with malignant melanoma. Brandes et 
al’ reported incomplete regression of 
metastatic malignant melanoma in 
one of two patients treated with 
transfer factor. Smith et al'^ reported 
clinical benefit in five of ten patients 
with melanoma, and Thompson" also 
reported clinical benefit in these 
patients. On the other hand, Grob et 
al? reported no clinical benefit in four 
patients with melanoma who could be 
evaluated following transfer factor 
therapy, and Price et al'* reported no 
benefit in six patients with this 
disease. We observed regression of 
melanoma in two of six patients with 
limited metastatic melanoma treated 
with combined immunotherapy with 
transfer factor and Bacille bilié de 
Calmette-Guérin (BCG).'* Gutterman 
et al^ reported that chemoimmuno- 
therapy with diethylimidazole carbox- 
amide (DTIC) and BCG administered 
by scarification was superior to thera- 
py with DTIC alone. 

In the present study, we observed 
unusual survival in a patient with 
cerebral, choroidal, and pulmonary 
metastases of melanoma that was 
treated by surgery, irradiation, and 
combined immunotherapy with trans- 
fer factor and BCG. A dense inflam- 
matory infiltrate, unusual for melano- 
ma, was noted in the pulmonary 
nodule that was resected after com- 
bined immunotherapy. A similar in- 
flammatory infiltrate was observed in 
metastatic nodules of a second patient 
after transfer factor therapy. Such an 
infiltrate was not observed in a simi- 
lar nodule examined prior to thera- 


py. 


SUBJECTS AND METHODS 
Patients 


An 18-year-old woman with malignant 
melanoma was selected for evaluation and 
therapy. Immunologic evaluation was car- 
ried out on her father (who was 43 years 
old); her mother (aged 43); her sister (aged 
20); and her brother (aged 24). Her father 
was selected as the transfer factor donor. 

The second patient was a 56-year-old 
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woman. Donors of transfer factor used in 
her therapy were 26 patients who had had 
melanoma more than five years previously 
and had not had a recurrence. 


Transfer Factor Donors 


Since household contacts of patients may 
show cellular immune reactivity to melano- 
ma,'^ household contacts of patient 1 were 
tested for cellular immune reactivity to 
melanoma extracts using lymphocyte stim- 
ulation and migration inhibition tests. The 
patient's father demonstrated cellular im- 
mune reactivity to melanoma antigens and 
was selected to donate transfer faetor for 
her. 

Patient 2 lived alone. Donors for the 
transfer factor used for her consisted of 26 
volunteers who had had melanoma pre- 
viously and been cured of it surgically more 
than five years previously. All donors were 
in good health, were negative for Australia 
antigen, and had normal hematocrit values 
and WBC counts. 


Preparation of Transfer Factor 


Leukocytes were obtained from the 
selected donors using a cell separator (for 
the father of patient 1) or by leukapheresis 
(for the donors who had had melanoma) 
using a double plasmapheresis bloodpack 
unit. The leukocytes were counted, lysed 
by freezing and thawing ten times, treated 
with DNAse and magnesium, and dialyzed 
exhaustively against sterile pyrogen-free 
distilled water. The dialysate was lyophil- 
ized and reconstituted in sterile pyrogen- 
free saline solution. It was passed through 
a 0.22 um Millipore filter, tested for pyro- 
genicity in a rabbit, and stored at —70 °C 
until use. Each dose consisted of the 
amount of transfer factor derived from 
5 x 10* lymphocytes in 3 ml. 


REPORT OF CASES 


Case 1.—An 18-year-old woman had 
noted the presence of a mole on her right 
shoulder all her life. In 1970, she noted that 
the mole became raised, black, and it 
crusted and bled occasionally. 

Histologic examination revealed malig- 
nant melanoma, nodular type, invasive to 
level IV," with moderate but focal host 
response (Fig 1) (See Table 1 for her 
clinical course.) The tumor was protuber- 
ant, with a total tumor thickness of 2.0 
mm,'*:'’ a high risk primary.” Wide reexci- 
sion was performed, but lymph node 
dissection was not done. 

In October 1973, the patient had a 
convulsion. Evaluation revealed a solitary 
cerebral metastasis in the posterior left 
parietal region. Tomograms showed a 1-em 
nodule in the right upper lung field. A 
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— . metastasis to the choroid of the 





was detected on physical examination. In 
January 1974, the patient underwent exci- 
sion of the cerebral metastasis. Histologic 
examination revealed malignant melano- 
ma, metastatic to brain, with sheets of 
tumor cells and no inflammatory response 
(Fig 2). The patient was then given whole 
brain irradiation therapy (5,000 rads). The 
radiation field included the left retina, and 
an additional 600 rads was administered to 
this site. 

In March 1974, she and her family were 
evaluated for cellular immune reactivity to 
melanoma extracts. Her father was se- 
lected as the transfer factor donor. The 
patient received 1 unit (the amount derived 
from 5 x 10* lymphocytes) of transfer 
factor weekly for seven months. Transfer 
factor was then administered every other 
week for ten months and has been main- 
tained at a dosage of 1 unit every three 
weeks since that time. To date, the patient 
has received 70 doses of transfer factor. 
Simultaneously, BCG (Tice strain) was 
administered every six weeks by scarifica- 
tion. The BCG therapy was terminated in 
November 1975. 

Following the initiation of combined 
immunotherapy, the pulmonary nodule 
was noted to increase slightly in size and 
was excised in July 1974. Histologic exami- 
nation revealed malignant melanoma me- 
tastatic to the lung. There was a dense 
inflammatory infiltrate consisting of lym- 
phocytes, macrophages, and plasma cells 
(Fig 3). 

The patient has been followed up at 
regular intervals and at this writing (4% 
years after the cerebral metastasis) was 
free of all evidence of melanoma as 
evidenced by results of physical examina- 
tion, routine laboratory blood tests, liver, 
bone, and brain scans, and EEG. 

Case 2.—A 55-year-old woman under- 
went wide excision of a primary malignant 
melanoma in May 1973. Her clinical course 
is shown in Table 2. Pathologie examina- 
tion showed superficial spreading melano- 
ma, invasive to level III, with tumor thick- 
ness of 1.1 mm, an intermediate risk 
primary tumor.” The patient had a local 
recurrence six weeks later and underwent 
wider excision of the area with skin graft. 
Recurrence around the graft site appeared 
five months later. No evidence of systemic 
spread of melanoma could be detected by 
clinieal or laboratory means. Fourteen 
lesions were injected with a total of 1 ml of 
BCG. During the ensuing weeks, the 
injected lesions festered, ulcerated and 
regressed, but new lesions appeared. A 
second injection of BCG was performed 
with similar results. A punch biopsy speci- 
men of an uninjected lesion revealed tumor 
cells without evidence of cellular host 
response (Fig 4). 

Because of the continuing appearance of 
new lesions, the patient was given weekly 
injections of transfer factor for two 
months. During this time and thereafter, 
no new lesions appeared. A biopsy speci- 
men of an uninjected lesion after the 
transfer factor therapy revealed a lympho- 
histocytie infiltrate with scattered pig- 
mented macrophages (Fig 5). Figure 6 
shows the appearance of the lesions at this 


1502 Arch Dermatol—Vol 114, Oct 1978 





left eye — time 





7 ` 
M T a wie 
| r 


. The remaining lesions were injected 
with BCG, and the patient received trans- 
fer factor every three to five weeks for 13 
months, during which time no new lesions 
appeared. Five remaining lesions were 
excised in December 1975. At this writing, 
the patient was well and without evidence 
of melanoma. 

In both patients, immunologic reactivity 
was measured serially by skin tests; 
lymphocyte stimulation by phytohemag- 
glutinin and melanoma extracts; and 
migration inhibition by routine antigens 
and by melanoma extracts, lymphocyte 
counts, and determination of percentage 
and absolute numbers of fast forming and 
total rosette forming tests. None of these 
immunologie showed a consistent change 
during immunotherapy, and the results of 
these tests did not correlate with the 
patients' courses. 


COMMENT 
Survival 


Patient 1 is well and free of disease 
three years following cerebral, pulmo- 
nary, and choroidal metastases of 
malignant melanoma. Such survival is 
unusual. Gottlieb et al" reported a 
median survival of 86% days in 41 
patients with cerebral metastasis of 
melanoma treated with radiation with 
or without concomitant chemotherapy 
and/or corticosteroids. Patients who 
showed neurologic improvement with 
radiation had a median survival of 131 
days, whereas nonresponding patients 
had a median survival of 17 days. In 
the series of Gottlieb et al, seven 
patients underwent surgical removal 
of cerebral metastases before radio- 
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Table 1.—Clinical Course of Patient 1 


Date Comment 
December 1970 Excision of primary malignant melanoma 
October 1973 Convulsion 


Excision of solitary cerebral metastasis 
Irradiation therapy 5,000 rads to brain plus 600 rads to choroid 


March 1974 Initiate combined immunotherapy with transfer factor and BCG 
July 1974 Resection of pulmonary nodule ; 
November 1975 BCG therapy stopped; transfer factor continued 


Patient is alive, well, and free of detectable disease 








therapy; three of these patients 
survived longer than six months. 
Median survival of 60 days following’ 

onset of symptoms of cerebral metas- * 
tasis was reported in another series of 
34 patients? Hayward reported 20 
patients with malignant melawoma 
metastatic to the brain with an aver- 
age survival of 6.8 months regardless 
of therapy.” No instance of exception- 
ally long survival time was noted in 
this series. 

Vieth and Odom” reported survival 
of two years or more in two of 19 
patients following surgical excision of 
a cerebral metastasis of melanoma. 
The concomitant therapy received by 
the patients was not indicated. Of 14 
patients with cerebral metastases of 
melanoma whose conditions were 
managed by nonsurgical means, only 
16% lived six months, and none 
survived for more than one year. 

Cahan* reviewed the experience at 
Memorial Sloan-Kettering Institute, 
New York, from 1949 to 1970 and 
identified 29 patients who had under- 
gone "curative" excision of pulmonary 
metastases of malignant melanoma. 
Nineteen patients died within two 
years after excision of pulmonary 
metastases; six survived two to five 
years; and four were alive and free of 
disease more than five years after 
excision. 

Possibly, the observed prolonged 
disease-free survival in our patient 
was due to surgery and radiation ther- 
apy. Further, spontaneous regression 
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Table 2.—Clinical Course of Patient 2 















September 1975 Third intralesional BCG; no further recurrences 


October 1975 to Transfer factor given every 3 to 5 wk 
November 1976 


December 1975 Excise remaining lesions 
December 1976 Alive, well, free of detectable disease 
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Fig 1.—Left, Primary malignant melanoma (case 1). Tumor is protuberant nodular malignant melanoma, invasive 
into reticular dermis (level IV), with total tumor thickness of 2.0 mm. There is moderate, but focal, host response 
(hematoxylin-eosin, original magnification x18). Right, Higher magnification of primary tumor. At base is 
moderate, but focal, host response of lymphocytes (hematoxylin-eosin, original magnification x 112). 
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graph demonstrates malignant melanoma metastatic to brain (B). Tumor (T) is made up of cells in 
spindle-shaped pattern with necrosis and hemorrhage (hematoxylin-eosin, original magnification x 18). Right, 
Tumor cells at higher magnification, showing no cellular response (hematoxylin-eosin, original magnification 
x 112). 
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Fig 3.—Pulmonary metastasis, obtained after combined immuno- Fig 4.—Section of uninjected cutaneous nodule obtained after 





therapy (case 1). Photomicrograph shows malignant melanoma BCG therapy of other lesions and before transfer factor therapy 
metastatic to lung with dense inflammatory infiltrate of lympho- (case 2). Tumor cells are supported by delicate vascular stroma 
cytes. Elsewhere, scattered macrophages and plasma cells were without cellular infiltrate (hematoxylin-eosin, orignal magnifica- 
also identified (hematoxylin-eosin, original magnification X 112). tion x 112). 
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of melanoma has been reported, and it 
is possible that the patient had spon- 
taneous regression of undetected le- 
sions that accounted for her survival. 
Nonetheless, the prolonged survival in 
this patient is unusual, and the admin- 
istration of combined immunotherapy 
may have played a role in producing 
it. 

The use of BCG alone may have 
caused the unusual survival, although 
this seems unlikely since Gutterman 
et al'* showed that addition of BCG to 
the therapeutic regimen was benefi- 
cial in patients with lymph node 
metastasis but was ineffective in 
patients with visceral metastasis. 


Inflammatory Infiltrates 


Inflammatory infiltrates that ap- 
parently constitute a cellular host 
response were demonstrated in meta- 
static melanoma following the admin- 
istration of immunotherapy in both 
patients reported herein. In the first 
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patient, the cerebral metastasis that 
was excised before immunotherapy 
did not show an inflammatory infil- 
trate, whereas the pulmonary nodule 
excised after immunotherapy did 
show inflammation. Differences in 
location of the tumor, in the antigenic 
composition of the clone, or in the 
intervening immunotherapy might 
account for these histologic differ- 
ences. The pulmonary nodule was 
noted to increase in size slightly 
following the initiation of immuno- 
therapy. This might have been due to 
tumor growth or to the appearance of 
the inflammatory infiltrate. 

The second patient had received 
intralesional BCG before the adminis- 
tration of transfer factor. A biopsy 
specimen of an uninjected lesion 
following BCG but before transfer 
factor did not show a cellular 
response, whereas a biopsy specimen 
after transfer factor did. It thus 
seems unlikely that the infiltrate was 
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d. Fig 5.—Section of uninjected cutaneous nodule obtained after 
systemic transfer factor therapy (case 2). Close admixture of 
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eosin, original magnification x 112). 
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Fig 6.—Clinical appearance of lesion after BCG and transfer 
factor therapy (case 2). 


due to the BCG alone; the infiltrate 
more likely was due to the transfer 
factor or to the combined immuno- 
therapy. 


CONCLUSION 


In summary, we observed unusual 
survival in a patient with cerebral 
metastasis of malignant melanoma 
treated with surgery, radiation, and 
combined immunotherapy. Inflamma- 
tory infiltrates were observed in the 
metastatie lesions in this patient and 
in those of second patient following 
combined immunotherapy. We con- 
clude that this form of therapy 
warrants further study in the treat- 
ment of malignant melanoma in 
patients with poor prognosis. 
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* Extensive evaluation of the condition 
of a 9-year-old gir! with a previously 
undescribed proliferative histiocytic syn- 
drome showed normal serum and tissue 
lipid values, which rule out the known 
lipid storage diseases. Clinically and 
histologically the case is inconsistent 
with any of the recognized xanthomatoses 
or histiocytic abnormalities. 

(Arch Dermatol 114:1505-1508, 1978) 


he authors of this article, who 

ordinarily side with the "lump- 
ers" rather than the "splitters," are 
reluctant to introduce a new term to 
an already confusing literature. But 
after an exhaustive search through 
dank and dusty library stacks, we 
believe strongly that this case differs 
substantially from any other previous- 
ly described normolipemic, prolifera- 
tive histiocytic syndrome. Conse- 
quently, we timorously, but confident- 
ly, suggest for our case the new name, 
“progressive nodular histiocytoma.” 


REPORT OF A CASE 


A 9-year-old girl was admitted to the 
Clinieal Research Center at The Methodist 
Hospital in February 1975 for evaluation of 
multiple skin lesions that were previously 
diagnosed as xanthomas. Her past medical 
history of previous illnesses was unremark- 
able, including only chickenpox and a few 
upper respiratory tract infections. There 
was no family history of xanthomas, but 
one family member, a paternal great-aunt, 
had type IV hyperlipoproteinemia. Both of 
her parents were in good health. An older 
sister was in good health with no history of 
skin lesions. 

Papular skin lesions appeared at 6 years 
of age. The number and size of the lesions 
gradually inereased. A lesion biopsy speci- 
men that was taken six months prior to 
admission was interpreted as xanthoma. 
Three years after the onset of the disorder, 
there were numerous papules and nodules 
on the face, trunk, and extremities (Fig 1 
and 2). She had no systemic complaints. 

Physieal examination showed a girl in 
excellent general health. Her height was 
127 em (10th percentile) Her weight was 
25.819 kg (25th percentile) Vital signs 
were normal. She was well developed and 
well nourished with normal motor and 
intellectual development. Lesions were 


present in the mucous membranes and 
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skin. Smooth, round, pedunculate, yellow- 
ish-brown tumors were present in the 
conjunctival and laryngeal mucosae (Fig 
1). Hundreds of lesions were present on the 
skin in a generalized but asymmetric 
distribution (Fig 2). On the trunk, the 
lesions were randomly scattered and 
discrete without confluence. Early, superfi- 
cial lesions measured from 0.4 te 0.75 em in 
diameter. These early, yellowish-orange 
xanthomatous-appearing papules enlarged 
slowly in weeks or months to form firm, 
round, pedunculate, yellowish-brown le- 
sions that measured 1 to 5 em in diameter 
(Fig 3). Other lesions arose as deep dermal, 
violaceous papules with no overlying 
epidermal change and developed into 1 to 5 
em deep nodules with overlying telangiec- 
tasia (Fig 4). Larger lesions over pressure 
points underwent necrosis. The flexural 
folds and joints were relatively free of 
lesions (Fig 5). Three 1.5 x 2.0-cm hyper- 
pigmented macules were present on the 
trunk, There was no arthritis or joint 
destruction. She did not have a corneal 
areus, tendinous, or eruptive xanthomas. 
Mild hepatomegaly was present with the 
liver palpable 2 em below the right costal 
margin on deep inspiration. The liver edge 
was smooth. The spleen was felt 2 cem below 
the left costal margin on deep inspiration. 
Muscle strength was normal. Findings 
from the remainder of the physical exami- 
nation were normal. 

During the next 18 months the skin and 
mucous membrane lesions increased sub- 
stantially in size and number (Fig 6). Many 
of the larger lesions were denuded. The 
spleen was further enlarged and palpable 4 
em below the left costal margin. In August 
1976, acute discomfort in her right Achilles 
tendon developed and she was unable to 
walk for several days. The Achilles tendon 
was very tender, swollen, and warm. The 
symptoms gradually abated in approxi- 
mately two weeks. The left Achilles tendon 
was thickened, which suggested involve- 
ment with her basic disease process. 


LABORATORY FINDINGS 


Results of a urinalysis were normal 
with early morning specific gravities 
of 1.019 to 1.031. Results of the follow- 
ing blood studies were normal: BUN, 
creatinine, electrolytes, calcium, phos- 
phorus, platelet count, liver battery, 
serum protein electrophoresis, and 
serum carotene. The hemoglobin level 
was 11.8 g/dl. The hematocrit value 
was 34%. She had mild iron deficiency 
with a serum iron level of 59 ug/dl and 
a total iron-binding capacity of 246 
pg/dl The reeticuloeyte count was 
x er mildly elevated at 1.9 to 

2.2%. The WBC count was 4,800/cu 
mm with 54% lymphocytes. Serologi- 
cal tests were nonreactive. Repeated 
WBC count and differential cell counts 
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were normal The serum alkaline . 
phosphatase level was 163 IU. A chest 
roentgenogram was normal except for - 
splenomegaly. Results of an initial | 
bone survey were normal. Eighteen _ 
months later, results of a repeated . 
bone survey showed a general de- 
erease in bone density with trophic 
changes and striations in the wrists, 
distal femurs, and proximal tibiae. 
The medullary space was widened in 
the distal portion of the radii, ulnae, - 
and earpal bones with cortieal thin- 
ning. Laminagrams of the pituitary 
fossa in August 1976 showed a normal — 
pituitary fossa. Results of an upper 
gastrointestinal tract study and bar- 
ium swallow were normal Findings 
from an ultrasound study of the abdo- 
men were normal except for spleno- 
megaly. 

A liver biopsy specimen that was 
taken with a Menghini needle re- 
vealed normal hepatie tissue except 
for a few collections of mononuclear 
cells. Liver and spleen scans showed 
mild splenomegaly. Findings from an 
initial bone marrow evaluation were 
normal exeept for mild eosinophilia. 
Results of a repeated bone marrow 
aspiration and a biopsy specimen in 
August 1976 were again normal 
except for erythroid hyperplasia. 
There were no abnormal cell aecumu- 
lations in the bone marrow. Acid 
lipase activity in WBCs was normal.’ 
Urinary mucopolysaccharide  excre- 
tion was normal.* 


LIPID STUDIES 


Results of repeated plasma lipid 
studies showed normal blood lipids 
and lipoproteins with cholesterol lev- 
els of 152 to 172 mg/dl and triglycer- 
ide levels of 84 to 112 mg/dl. 
Lipoprotein quantifieation, which was 
performed according to the Lipid 
Research Clinic methodology,* showed 
a low-density lipoprotein (LDL) cho- 
lesterol level of 121 mg/dl (normal is 
50 to 170 mg/dl), a very low-density 
lipoprotein (VLDL) cholesterol level 
of 20 mg/dl (normal is 5 to 25 mg/dl), 
and a high-density lipoprotein (HDL) 
cholesterol level of 35 mg/dl (normal is 
30 to 65 mg/dl). Lipoprotein electro- 
phoresis on paper strips was normal. 
The presence of elevated f-sitosterol' 
and cholestanol levels in the plasma, 
the lipoprotein fractions, and the 
xanthomas was excluded by gas liquid 
chromatography using  f-sitosterol 
and cholestanol as standards. Fatty 


1505 








LULL 9 
Jmm 


em rri 


-— 21 
~ 








Fig 6 





Fig 9 








Nodular Histiocytoma—Taunton et al 


Arch Dermatol—Vol 114, Oct 1978 


1506 


Rm that da s 


Fig 1.—Histiocytic nodules involving con- 
junctival and nasal mucosae and skin. 


Fig 2.—Papular and nodular lesions in 
generalized but asymmetric distribution. 


x 

Fig 3.—Three predominant types of 
lesions: (1) superficial yellowish-orange 
xanthomatous-appearing papules; (2) 
firm, round, pedunculate reddish-brown 
nodules; and (3) deep dermal, violaceous 
nodules with overlying telangiectasia (at 
upper left). 


Fig 4.—Striking telangiectasia overlying 
deep dermal nodule. 


Fig 5.—Unlike xanthoma disseminatum, 
flexural folds are relatively spared. 


Fig 6.—During period of 18 months, 
lesions increased substantially in size and 
number. 


Fig 7.—Early superficial, yellowish-orange 
xanthomatous-appearing lesions with 
foam cells, histiocytes, and dilated vascu- 
lar channels (original magnification 
x 52). 


Fig 8.—Lipid-laden foam cells that stain 
positively with oil red O and Sudan black 
(hematoxylin-eosin, original magnification 
x 250). 


Fig 9.—Deep dermal nodule with circum- 
scribed but unencapsulated, dense collec- 
tion of small, benign-appearing histiocytes 
(hematoxylin-eosin, original magnification 
x 4). 


Fig 10.—Numerous multinucleated giant 
cells in deep dermal nodules (hematoxy- 
lin-eosin, original magnification X 45). 


acid composition of the lipids in the 
patient's lipoproteins, which was 
measured by gas liquid chromatogra- 
phy, was normal.” 


HISTOPATHOLOGIC FINDINGS 


The histological appearance of the 
skin lesions varied widely between the 
early superficial lesions and the deep 
dermal nodules. Early, superficial, 
yellowish-orange, xanthomatous-ap- 
pearing lesions were characterized 
histologically by an atrophic epider- 
mis that was stretched over a dermal 
collection of large, pale, foamy histio- 
cytes. Multiple, dilated vascular chan- 
nels coursed through the lesion (Fig 
7). Sudan black and oil red O stains for 
lipid were positive (Fig 8). 

The deep, nodular, dermal lesions 
showed an atrophic epidermis that 
was stretched over a circumscribed 
but unencapsulated, dense collection 
of small, benign-appearing histiocytes 
(Fig 9). Numerous multinucleated 
giant cells with their nuclei arranged 
regularly about the peripheries of the 
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cells were present (Fig 10). Gomori's 
stain for iron and oil red O stain for 
lipid were positive. Masson's tri- 
chrome stain showed only minimal 
fibrosis. Verhoeff's stain revealed no 
elastic fibers within the nodules. 
Myer's mucicarmine stains were neg- 
ative. 

Electron microscopy of several le- 
sions showed no viral particles. 


COMMENT 


This patient has a normolipemie, 
histiocytic proliferative disorder that 
involves the mucous membranes, skin, 
and probably the spleen; it began at 6 
years of age and has progressed 
relentlessly to 11 years of age (Fig 1, 
2, and 6). Multiple surgical procedures 
have been required to remove enlarg- 
ing lesions from the larynx, conjuncti- 
vas, and skin. Despite the progressive 
nature of her mucosal and cutaneous 
lesions, however, she has remained 
generally in good health. Her spleen 
has enlarged gradually, and she has a 
mild anemia with reticulocytosis, but 
findings from her systemic evaluation 
are otherwise normal. 

Initially it was thought that the 
patient might have an unusual lipid 
storage disease, and her condition was 
evaluated for f-sitosterolemia. Gas 
liquid chromatographic analysis of the 
plasma, the plasma lipoprotein frac- 
tions, and the skin lesions excluded 
this possibility. The clinical presenta- 
tion and course also were different 
from those of previously reported 
cases. Other rare lipid storage dis- 
eases, such as Wolman’s disease and 
cerebrotendinous xanthomatosis, 
were excluded by the presence of a 
normal WBC acid lipase concentra- 
tion, the absence of cholestanol in her 
plasma, and a clinical presentation 
that is inconsistent with these two 
diseases." Hence, there is no evidence 
to support a diagnosis of lipid storage 
disease. 

Furthermore, the course of her 
disease and the clinical appearance of 
her lesions are inconsistent with any 
of the benign, normolipemic histiocyt- 
ic syndromes, such as juvenile xantho- 
granuloma, xanthoma disseminatum, 
xanthosiderohistiocytosis, ^ eruptive 
histiocytoma, reticulohistiocytosis, 
and lipogranulomatosis of Farber. 
The disease course and histological 
features of this case are not consistent 
with the malignant reticuloendothe- 
lioses (histiocytosis-X ). 


Progressive 
Nodular Histiocytoma and 
Juvenile Xanthogranuloma 


Juvenile xanthogranulomas are 
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present at birth or appear during the 
first six months of life and undergo 
spontaneous resolution by 2 or 3 years 
of age. The 0.5- to 1.0-cm orange 
nodules are usually on the head and 
neck and occasionally involve the 
mucous membranes. Juvenile xantho- 
granulomas are usually solitary or few 
in number. Cafe-au-lait spots and a 
family history of neurofibromatosis 
may be associated.'^ 

The lesions in this case are general- 
ized and numerous (Fig 2 and 6). They 
have steadily increased in size and 
number since the onset at 6 years 
of age. There is no family history 
of  neurofibromatosis, but three 
1.5 x 2.0-em hyperpigmented macules 
are present on the trunk. Histological- 
ly the deep dermal nodules resemble 
juvenile xanthogranuloma, but the 
more superficial, yellowish-orange 
papules resemble xanthomas. 

Unusual variants of juvenile xan- 
thogranuloma are described with 
large cutaneous tumors and involve- 
ment of the lung, testis, and possibly 
the liver." However, these cases 
were infants in the normal age group 
for juvenile xanthogranuloma, and 
the tumors regressed by 5 years of 
age, as is expected. The lesions in this 
case started at 6 years of age and 
rapidly and relentlessly progressed 
without signs of regression to 11 years 
of age (the last examination was in 
July 1977). Furthermore, the variable 
histological findings from xanthoma 
to typical xanthogranuloma have not 
been, to our knowledge, previously 
described. 


Progressive 
Nodular Histiocytoma and 
Xanthoma Disseminatum 


Xanthoma disseminatum begins be- 
tween the ages of 5 and 25 years. 
Multiple, yellowish-brown nodules in- 
volve the mucous membranes and 
skin. There is a marked predilection 
for the flexural folds of the neck, 
axillae, and groin, where individual 
nodular lesions become confluent into 
extensive flexural plaques. Involve- 
ment of the base of the skull common- 
ly causes diabetes insipidus. The 
lesions persist for many months or 
years, but they occasionally undergo 
spontaneous involution. 

The lesions in this case are general- 
ized, scattered, and discrete with no 
predilection for the flexural folds (Fig 
5). Diabetes insipidus has not devel- 
oped, and there has been no sponta- 
neous involution of lesions. Histologi- 
cally this case resembles xanthoma 
disseminatum with admixtures of 
foam cells, histiocytes, and giant cells, 
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but clinically the distribution of 
lesions differs greatly. 


Progressive 
Nodular Histiocytoma and 
Xanthosiderohistiocytosis 


Xanthosiderohistiocytosis begins in 
adulthood. The eruption has a predi- 
lection for the head, neck, chest, and 
back with involvement of the mucous 
membranes. The lesions are well 
demarcated, brownish-green plaques 
that form bizarrely shaped and reticu- 
lated patterns. The course of disease is 
relentlessly progressive with muscle 
weakness, atrophy, and inanition.'* ^ 

The lesions in this case began at 6 
years of age, and despite the progres- 
sively increasing number of lesions, 
the tumors remain discrete without 
confluence into plaques (Fig 3). The 
child is otherwise well with no wasting 
or weakness. 


Progressive 
Nodular Histiocytoma and 
Eruptive Histiocytoma 


Eruptive histiocytomas begin in 
adulthood. The lesions appear on the 
trunk and proximal extremities in a 
generalized and symmetric distribu- 
tion. The flesh-colored to reddish-blue, 
0.5- to 1.0-em sessile papules are scat- 
tered and discrete lesions without 
grouping. New lesions appear in crops 
as old lesions resolve spontaneously. 
Involvement of mucous membranes is 
unusual." 

The lesions in this case involve 
mucous membranes and skin. They 
are generalized and asymmetric with 
occasional grouping, and are raised, 
rounded, and pedunculate (Fig 1, 2, 
and 3). Individual lesions have no 
propensity for spontaneous involution 
and grow to much larger size than is 
reported for eruptive histiocytoma 
(Fig 6). Histologically this case differs 
substantially from the features that 
are described for eruptive histiocyto- 
ma. The lesions from progressive 
nodular histiocytoma contain fat- 
laden foam cells (oil red O and Sudan 
black positive), many multinucleated 
giant cells, and iron (positive for 
Gomori's stain). The lesions of erup- 
tive histiocytoma contain no giant 
cells and are negative when stained 
for lipid and iron.'^ 


Progresssive 
Nodular Histiocytoma and 
Reticulohistiocytoma 


The lesions of reticulohistiocytoma 
are distributed over the head, neck, 
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and trunk with a striking propensity 
for the formation of large, confluent, 
deep nodules overlying joints. Al- 
though the cutaneous lesions may 
involute spontaneously, joint involve- 
ment is characterized by a progres- 
sive, mutilating destruction of syno- 
via, cartilage, and bone that gives rise 
to telescoping "opera glass" fingers. 
Histologically the lesions are charac- 
terized by peculiar giant, multinu- 
cleated histiocytes with acidophilic, 
glassy cytoplasm.'™ 

In this case there is neither localiza- 
tion of lesions over joints nor arthritis 
or joint destruction. Histologically the 
lesions consist of large, pale foam cells 
or tightly compacted, benign-ap- 
pearing histiocytes and  multinu- 
cleated giant cells (Fig 8, 9, and 10). 
No unusual acidophilic, glassy cells are 
seen. 


Progressive 
Nodular Histiocytoma and 
Lipogranulomatosis of 
Farber 


Lipogranulomatosis is an inborn 
error of lipid metabolism with deposi- 
tion of free ceramide and ganglioside 
in the brain, liver, lymph nodes, 
kidneys, and lungs. With onset in 
early infancy, the disease follows a 
progressive course with lipid-laden 
histiocytic granulomas that involve 
the skin and mucous membranes. 
Large papules become confluent into 
deep nodules on the mucous mem- 
branes and around joints. The disease 
usually results in an early death, 
although rare long-term survivors are 
reported.'*^" 

In this case, although there is sple- 
nomegaly, which suggests systemic 
involvement, results of bone marrow 
examinations and lipid analyses are 
normal. Furthermore, there is no 
concentration of deep nodular lesions 
over joints, and the patient is other- 
wise well. 

In summary, the case presented 
here represents a disease of unknown 
etiology whose clinical course and 
presentation have not, to our knowl- 
edge, been previously reported. Pro- 
gressive nodular histiocytoma is dis- 
tinctly different from any of the 
known lipid storage diseases or prolif- 
erative histiocytic syndromes. 


This work was supported in part by Lipid 
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National Institutes of Health and General Clini- 
cal Research Center grant RR-00350. 
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reproductions. 
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Acquired Zinc Deficiency 


Dermatosis in Man 


Kaare Weismann, MD; Svend Wadskov, MD; Henrik I. Mikkelsen, MD; 
Lone Knudsen, MD; Knud C. Christensen, MD; Lars Storgaard, MD 


* We encountered two cases of ac- 
quired zinc deficiency. In one of the 
patients the state was due to alcoholism 
with liver cirrhosis and pancreatitis, and 
in the other patient it was attributed to a 
small intestine bypass operation for obe- 
sity. The skin symptoms included hair 
loss, acrodermatitis, and widespread ec- 
zema craquelé (asteatosis). The cuta- 
neous manifestations of zinc deficiency 
seem to constitute a characteristic syn- 
drome that might be helpful in recogniz- 
ing manifest zinc-deficient states in 
man. 

(Arch Dermatol 114:1509-1511, 1978) 


he last decades have brought 

increasing evidence of the exis- 
tence of various zinc deficiency states 
in a broad spectrum of species, includ- 
ing man. In the early 1950s, parakera- 
tosis in the pig was recognized to be 
an acquired zinc deficiency disorder.’ 
About ten years later, Prasad and 
co-workers described nutritional zine 
deficiency among young Iranian and 
Egyptian boys. In 1973 and 1974, 
acrodermatitis enteropathica (AEP)*° 
was linked to zinc deficiency, which 
was probably due to congenital defec- 
tive intestinal zine absorption.’ Later 
on, several reports substantiated the 
complete clinical remission of AEP 
following oral zinc therapy.’ The 
recognition of AEP as a zinc deficien- 
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cy disorder facilitated the identifica- 
tion of other zinc deficiency states in 
man. Thus, zinc deficiency that is due 
to long-term intravenous feeding de- 
void of zinc was recently reported 
from various parts of the world.'** 
Zinc deficiency was also found in alco- 
holies who were addicted to beer.” 
Apart from the cutaneous manifesta- 
tions that are seen in AEP, the 
patients had generalized eczema cra- 
quelé (asteatosis). 

In the following communication, 
further cases of zine deficiency that 
have caused skin changes are re- 
ported. 


REPORT OF CASES 


Case 1.—A 53-year-old man was referred 
to the department of dermatology because 
of widespread scaling dermatitis. 

He was a chronic alcohol addict with liver 
cirrhosis and chronic pancreatitis. About 
ten years earlier, he had undergone a Bill- 
roth II resection for gastric ulcer, and 
during the last year he had suffered from 
episodes of hemolytic anemia, the cause of 
which remained unknown. 

On admission to the hospital he showed 
widespread ichthyosiform dermatitis on 
the trunk and limbs. On his face a 
seborrheic dermatitis-like eruption with 
perléche was seen, and on his feet, groin, 
elbow flexures, and perianal area erosive 
patches were noted. Results of laboratory 
investigations (normal ranges are shown in 
parentheses) showed a low hemoglobin 
concentration of 5.2 mmole/liter (8 to 11 
mmole/liter) and a low serum albumin 
level of 371 umole/liter (540 to 800 umole/ 
liter). Serum electrolytes were normal, 
whereas serum aspartate aminotransfer- 
ase, serum alkaline phosphatase, and 
serum bilirubin levels were moderately 
elevated. Serum zine was 11.0 umole/liter 
(11.4 to 18.9 umole/liter) as determined by 
atomic absorption spectrophotometry. Af- 
ter a few days in the hospital, he became 
febrile and had pronounced fatty diarrhea. 
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This was followed by a deterioration of his 
skin disorder, which had remained unre- 
sponsive to the application of potent corti- 
costeroid creams (betamethasone valerate 
and fluocinolone acetonide). Because the 
serum zinc level was further decreased to 
7.2 umole/liter and his condition was 
believed to be due to zinc deficiency, ther- 
apy with zine sulfate tablets, 0.2 g three 
times daily, was initiated. This had a 
prompt effect on his condition and skin 
disorder. Within a week the fever had 
vanished, the diarrhea had ceased, and the 
skin lesions were almost healed. After 
three weeks, the serum zinc level had risen 
to 12.2 umole/liter and only residual lamel- 
lar scaling was present on his lower legs. 
He had received the customary hospital 
diet, but no oral or parenteral supplemen- 
tation of albumin, electrolytes, or vita- 
mins. 

He was seen at regular intervals in the 
outpatient’s clinic, and up to two months 
after the hospitalization, serum zinc levels 
and his skin condition remained normal. 
Then a mild flare-up of the skin disorder 
occurred, and the serum zinc level was 
decreased to 8.7 umole/liter. Following zinc 
therapy, which was given under controlled 
conditions in the hospital, his skin condi- 
tion was shortly restored to normal. 

Three months later, a severe relapse 
brought him back to the hospital. The flare 
was preceded by consumption of alcohol 
and negligence regarding the zinc medica- 
tion. As before, he showed severe general- 
ized eczema craquelé, periorificial eczema 
on the face, and large erosive lesions in the 
perineal areas and on the extremities. The 
lesions tended to encrust with a character- 
istic peripheral epithelial fringe that was 
surrounded by a well-marked, reddish- 
brown zone (Figure) Serum zine levels 
were not determined before oral zinc 
sulfate therapy, which was the only medi- 
cation, was resumed. Again, the response 
was impressive and prompt; the skin 
lesions began to heal after a few days' 
therapy. After three weeks, complete clini- 
cal remission had occurred and the patient 
was discharged. 
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Case 1.—Encrusted lesions extending 
- from perianal area and knee flexures. Note 
perilesional erythema and epithelial fringe 
with central free edge. 


Three weeks before this hospitalization, 
the medical department of another hospital 
had ordered oral prednisone therapy, 40 mg 
daily, for his hemolytic anemia. 

On his first admission, a skin specimen 
was obtained from an encrusted area in the 
left side of his groin area that showed 
nonspecific dermatitis with a partly exfoli- 
ated parakeratotic stratum corneum. 
Case 2.-The patient was a 29-year-old 

woman who, one year earlier, had under- 
gone a small intestine bypass operation for 
obesity. Twelve centimeters of the proxi- 
. mal jejunum was connected to the distal 36 

em of the ileum, which left about 50 em of 
the small intestine in function. Ten months 
after the operation, her body weight had 
been reduced from 179 kg to 105.5 kg. 

After about six months she had noticed 
loose scalp hair that had become thin and 
colorless, so she bought herself a wig. 

Fourteen months after the intestinal 
bypass had been established, she became 
anorectic and had vomiting and frequent 
diarrhea. On admission to the hospital, she 
was severely ill with electrolyte imbalance, 
fever, and mental apathy. After intrave- 
nous replacement therapy, including. cor- 
rection of a hypophosphatemia value of 
0.14 umole/liter (0.8 to 1.48 pmole/liter) 
and antibiotie therapy for a urinary tract 
infection, her condition soon improved. 
Because of her anorectic state, she was 
given total intravenous feeding in the form 
of amino acid solutions and soy bean oil 
emulsion; this was supplemented with elec- 
trolyte solutions that supplied 1.6 mg of 
elemental zine daily. 
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- On admission, she showed a symmetri- 


cally distributed eezematous rash on her 
hands, wrists, knees, elbows, elbow flex- 
ures, and groin area that had been present 
for about one month. She had perléche and 
white coating on her tongue, and her 
grayish scalp hair was much thinned with 
an alopecia on the occipital region. 

Laboratory data showed a normal but 
decreasing hemoglobin level and free 
detectable hemoglobin in her serum. The 
plasma albumin value was about 394 
pmole/liter (532 to 813 umole/liter), and the 
serum alkaline phosphatase level was 
slightly elevated but tended to decrease. 
The serum zinc level was 7.8 pmole/liter 
(10.6 to 17.7 umole/liter). The true level, 
however, was eonsidered lower as a conse- 
quence of her intravascular hemolysis, and 
because the serum, on this occasion, was 
not separated until 12 hours after it was 
drawn. (Disintegrated erythrocytes and 
thrombocytes, which are rich in zine, tend 
to increase the serum zinc level.) 

She was given intravenous zinc sulfate, 
which supplied 10 mg of zinc daily. After 
two days, the therapy was discontinued 
because she was transferred to the depart- 
ment of surgery for intestinal bleeding. 
Here she underwent an explorative lapa- 
rotomy that failed to disclose the bleeding 
source. After the operation, however, the 
bleeding stopped and the intravenous zinc 
therapy was resumed after one week's 
pause. After another nine days of treat- 
ment, therapy was discontinued because 
her skin eondition was completely restored 
to normal, and her serum zine level had 
increased to 19.3 umole/liter. She had 
regained her appetite and her former 
mental apathy had gone. During the zine 
treatment, the serum alkaline phosphatase 
level rose from about 300 units/liter to 710 
units/liter (50 to 275 units/liter). She then 
demanded to leave the hospital and the 
courses of serum alkaline phosphatase and 
serum zinc were not followed. 


COMMENT 


The characteristic cutaneous 
changes in zine deficiency in the acute 
stage may be summarized as follows: 
(1) a vesicopustular eruption with 
well-marked erythema that turns into 
hemorrhagic erosive lesions with 
crusts. The lesions appear around the 
body orifices on the face (“seborrheic 
dermatitis”) and in the perineal area, 
and on acral parts of the extremities; 
and (2) erythema and bullae on finger 
creases and around the nails. In the 
chronic stage, the following changes 
may be found: (1) verrucose or psorias- 
iform patches on acral parts of the 
body, face, and perineal area and in 
major folds; (2) widespread eczema 
craquelé (asteatosis); (3) thin, loose 
lusterless hair and alopecia; (4) nail 
dystrophy and chronic paronychia; 
and (5) angular stomatitis. 

These characteristic dermatologic 
manifestations of zinc deficiency 
(Figure) seem to constitute a hereto- 


fore neglected syndrome in medicine 
that may be helpful in recognizing 
acquired deficiency states in man. 

Thus, in both cases, the skin 
changes led to a tentative diagnosis of 
zine deficiency that was subsequerffly 
substantiated by the finding of low 
serum zinc levels and by the elimina- 
tion of the symptoms following 
normalization of the zine status. 

Different conditioning factors led 
to zinc deficiency in the two cases. 
Patient 1 was a chronic alcoholic with 
liver cirrhosis and pancreatitis who 
had had a Billroth II gastric resection; 
his case is a true parallel to the cases 
described in a recent report on chronic 
zine deficiency in beer drinkers.” The 
role of the gastric resections of these 
patients remains unknown, whereas a 
negative zinc balance is known to 
occur in alcoholics with liver cirrho- 
sis. This is not only explicable by 
poor eating habits, dysgeusia, and 
anorexia, but also by the low zinc 
content of alcoholic liquors and beer.?? 
Atrophie gastritis and chronic pan- 
creatitis, which are often found in 
alcoholics, seem to be of major impor- 
tance because these defects lead to 
malabsorption and steatorrhea. The 
formation of insoluble alkaline zine 
soaps and phosphate analogues is 
enhanced, which may cause loss of 
both endogenous and exogenous zinc 
via the feces." Furthermore, chronic 
panereatitis may lead to a defective 
digestion of food proteins, which are 
the main source of zinc, and thereby 
reduce the bioavailability of the 
ingested zine. 

Hyperzincuria is a frequent finding 
in cirrhotics, despite subnormal serum 
zinc levels, and may contribute to the 
negative zinc balance of the pa- 
tients." The mechanisms involved 
in the increased urinary zine output 
seem to be of renal origin but remain 
to be fully clarified.” 

The second severe flare in patient 1 
was preceded by consumption of alco- 
hol and negligence regarding his zinc 
medication. The role of the glucocorti- 
eoid therapy, which was given for 
systemic effects and which was 
initiated a few weeks before the 
onset, remains speculative. It is note- 
worthy, however, that the extensive 
skin lesions erupted and tended to 
worsen during prednisone therapy. 
Various mechanisms might be in- 
volved in a possible adverse effect of 
corticosteroids on zine deficiency. Glu- 
cocorticoid therapy that is given for 
systemic effects may provoke zinc 
depletion, as reflected by a decrease in 
the serum zine level and by an 
increase in the urinary zinc output.” 
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Furthermore, orally as well as topical- 
ly administered glucocorticoids inhibit 
epidermal mitotic activity, which 
seems decreased in zinc deficiency 
states. Zinc is essential to normal 
DMA and RNA synthesis," and thus it 
is indispensable for cell renewal and 
repair processes of the integument. 
This might explain why skin lesions of 
zinc deficiency especially seem to 
erupt and persist on areas that are 
subject to mechanical and chemical 
trauma, such as folds, acral portions of 
the limbs, and mucocutaneous areas. 
Not only skin and hair symptoms in 
severe zinc deficiency might partly be 
explained by a decreased mitotic 
activity, but other general symptoms, 
such as growth retardation, frequent 
infections, anorexia, diarrhea, vomit- 
ing, and poor wound healing, mimic 
the effects of antimitotic therapy that 
is given for systemic effects. 

To our knowledge, case 2 is the first 
reported case of manifest zinc defi- 
ciency secondary to a small-intestine 
bypass operation for obesity. A simi- 
lar, kwashiorkor-like pieture has been 
described in an infant with a short- 
bowel syndrome, but the condition 
was not linked to or investigated for 
zinc deficiency.” 

Her weight loss was not only due to 
changes in her bowel funetion; it was 
also a consequence of her decreasing 
appetite, which was probably a cause 
of her zinc deficiency. Anorexia was a 
common finding in AEP infants 
before the oxyquinoline and zinc ther- 
apies were introduced,*^ and it is an 
early, constant marker of experimen- 
tal zine deficiency in the rat, calf, and 
lamb.” Rats develop a cyclic pattern 
in the food intake, with starvation 
periods every three to four days. The 
decreased appetite results in reduced 
food intake, which again tends to 
aggravate the poor zinc nutrition of 
the animals. As noted in her case, zine 
supplementation shortly revives the 
appetite and normalizes the food 
intake." 

Subnormal zinc levels in serum or 
plasma are a frequent finding in 
patients suffering from malabsorp- 
tion.” Slightly lowered zinc levels may 
be explained by low levels of plasma 
albumin, which is the major binding 
protein of zine, whereas substantially 
lowered levels are suggestive of zinc 
deficiency. Only a few cases with 
manifest zinc deficiency symptoms 
have been reported that were not 
provoked by intravenous feeding de- 
void of zinc?" This seems striking 
since, according to Wormsley,* the 
most common type of dermatosis in 
patients with malabsorption syn- 
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dromes is a desquamative eczematous 
eruption on the arms, legs, and face. 
The lesions, which may appear psori- 
asiform and are described as "seb- 
orrheic dermatitis," seem to be sug- 
gestive of chronic zine deficiency or 
perhaps essential fatty acid deficien- 
cy. 
Several differential diagnoses of 
zinc deficiency dermatosis may be 
considered, eg, glucagonoma syn- 
drome, seborrheic dermatitis, Hallo- 
peau’s acrodermatitis, and moniliasis. 
But a distinction between primary 
zine deficiency of AEP and condi- 
tioned or secondary zinc deficiency 
must also be made. We believe that 
some of the earlier cases of AEP that 
have been reported in the world liter- 
ature were, in fact, conditional zinc 
deficiency in children who were 
suffering from primary diseases, such 
as pyloric stenosis, reticulum cell 
sarcoma," and cystic fibrosis of the 
pancreas." This explanation seems 
more plausible than the occurrence of 
an extremely rare disease such as 
AEP together with other relatively 
rare diseases of childhood. Acroder- 
matitis enteropathica should not be 
diagnosed unless possible condition- 
ing factors that may lead to zinc defi- 
ciency have been excluded. 

The cutaneous manifestations of 
zine deficiency as reported here seem 
to occur rather late in the course. 
Therefore, more accurate methods 
than clinical examination and deter- 
mination of zinc in serum and urine 
are needed to disclose the earlier 
stages. More knowledge is also needed 
about conditioning factors that may 
lead to a negative zinc balance. Only 
with these advances will it be possible 
to prevent the deleterious effects of 
zine deficiency in man during growth 
and disease. 
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Proliferating 


Systematized Angioendotheliomatosis 
of a 5-Month-Old Infant 


Krystyna Pasyk, MD, Marian Depowski, MD 


* Proliferating systematized angioen- 
dotheliomatosis occurred in a 5-month- 
old infant and persisted for five months. 
On the basis of the clinical course and the 
results of histological examination, the 
inflammatory type of proliferating an- 
gioendotheliomatosis was found. The 
condition is characterized by the prolifer- 
ating reaction of the vascular endothelium 
owing to an allergic process as a result of 
immunological mechanisms by bacterial 
infection or protein of cow’s milk in this 
uncommon disease. 

(Arch Dermatol 114:1512-1515, 1978) 


rest systematized an- 
gioendotheliomatosis was first 
described in 1959 by Pfleger and 
Tappeiner, although Merklen and 
Wolf? in 1928 and Gottron and Niko- 
lowski’ in 1958 described similar cases. 
Next, Braverman and Lerner* termed 
the same symptoms "diffuse malig- 
nant proliferation of vascular endo- 
thelium."  Clinieally, the disease 
consists of firm, indurated, darkly 
erythematous annular plaques. Histo- 
logically, the capillaries of the dermis, 
and sometimes of the subcutis, are 
dilated and show proliferation of 
endothelial cells that obstruct the 
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lumen and cause intraluminal fibrin 
thrombi and infarction. It is an 
extremely rare disease. So far, about 
16 cases have been described, exclu- 
sively in adults and only one in a 
13-year-old girl.^'* 

The purpose of this communication 
is to report the clinical and histological 
features of a biopsy specimen from a 
5-month-old infant with this disease. 


REPORT OF A CASE 


A 3,480-g male infant was born June 4, 
1976, from the first pregnancy and after 
normal delivery. During pregnancy, the 
mother suffered from edema, hyperten- 
sion, and allergy to detergents. 

From the fifth month of life, two weeks 
after acute otitis media, there appeared 
firm, purplish-red infiltrations on the left 
cheek and the left arm. These were also 
seen on the left forearm and the right 
cheek two weeks later during the recur- 
rence of the otitis media. Skin changes 
slightly diminished and were less intensive 
in color when antibiotics were adminis- 





Fig 1.—Indurated erythematous plaques 
on cheeks. 


tered, but after a month they intensified. 
The lesion on the left arm became centrally 
necrotic. 

On admission to the Institute of Pediat- 
rics (Jan 7, 1977), erythematous infiltrative 
lesions were seen on both cheeks. The 
lesions were 3 cm in diameter, bluish in the 
center, and pink on the border with dilated 
small blood vessels (Fig 1). On the left arm, 
a similar, 8 X 6-cm infiltration was found. 
In the central part of this infiltration, the 
skin was wax-white, with a necrotic crust 
that measured 0.8 x 0.8 cm. A large 
erythematous annular plaque was seen on 
the left forearm. Similar, but smaller 
lesions were on the right forearm, left 
thigh, and both shins. On palpation, the 
lesions were painless. On the back, nevus 
vasculosus simplex that measured 3 x 4 em 
in diameter was seen. The general condi- 
tion of the patient was satisfactory. The 
infant had no fever or pruritus. Liver and 
spleen were slightly enlarged; lymph nodes 





deep, necrotic ulceration in center. 
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Fig 3.—Edema and slight proliferation of endothelial cells 
of capillaries just below epidermis (hematoxylin-eosin, 
original magnification x 450). 





Fig 4.—Dilated capillaries completely filled with endothelial cells. 
There is slight proliferation of pericytes (hematoxylin-eosin, orig- 
inal magnification x 450). 


Fig 5.—Coil-like pattern of capillary around dermal append- 
ages (hematoxylin-eosin, original magnification x 100). 
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Fig 6.—Endothelial cell proliferation in capillaries of subcuta- 
neous tissue (hematoxylin-eosin, original magnification x 450). 


Fig 7.—Proliferating endothelial cells in association with 
intraluminal reticular fibers (Gomori's reticulum stain, orig- 
inal magnification x 450). 
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COMMENT 


2 Although cutaneous lesions of pro- 
uration ‘ i ^ f : 
of liferating angioendotheliomatosis can 
illness be variable, they usually consist of 
6 mo either red or purple nodules, plaqfies, 
or erythematous indurated areas up to 
10 em in diameter on the trunk, limbs, 
or face. The lesions can resemble 
erythema nodosum," lues tubero- 
serpiginosa, sarcoidosis, mycosis 
fungoides, leprosy, leukosis, reticulo- 
sarcomatosis, nonsuppurative pannic- 
ulitis,'^ or systemic lupus erythemato- 
sus.’ Two patients had changes similar 
to poikiloderma atrophicans vascu- 
lare,*^ and one had ischemic gangrene 
of a leg.'^ In three cases, there was no 
involvement of the skin?" Most 
patients had fever, and all were first 
suffering from either cutaneous or 


Outcome 
Recovered 


Source, yr 
Gottron and Nikolowski,* 1958 


Pfleger and Tappeiner,' 1959; 
Tappeiner and Pfleger,'^ 1963 F/31 


Braverman and Lerner,* 1961 F/66 
Shtern and Likhachev,* 1963 M/59 
Haber et al,° 1964 F/48 
Ruiter and Mandema,' 1964 F/55 
Midana and Ormea,’ 1965 F/13 
Strouth et al,’ 1965 M/42 
M/63 
M/56 
F/60 
F/52 
M/48 


Type 


F/52 Inflammatory 


Recovered 6 yr 
8 mo 
2^ yr 
9 mo 
6 mo 
4 mo 
4 mo 
1 mo 
7 mo 
1% yr 
2% yr 
5 mo 


Inflammatory 
Neoplastic Died 
Neoplastic Died 
Neoplastic Died 
Inflammatory Recovered 
Neoplastic Died 
Neoplastic Died 
Neoplastic Died 
Inflammatory Recovered 
Inflammatory Died 
Neoplastic Died 
Neoplastic Died 

M/48 Neoplastic 
F/67 Inflammatory 
F/61 Inflammatory 


Abulafia et al,” 1969 

Fievez et al," 1971 

Okagaki and Richart,” 1971 
Madara et al," 1975 

Scott et al,“ 1975 
Recovered 3 yr 
Recovered 14 mo 


Present study, 1977 


were palpable, but painless. During hospi- 
talization, the child had bronchitis and 
diarrhea. 

Laboratory examinations disclosed the 
following values: ESR, 34 mm/hr, RBC 
count, 3,960,000/cu mm; WBC count, 8,000/ 
cu mm. A bone marrow puncture and 
urinalysis yielded normal results. Lupus 
erythematosus cell preparations and circu- 
lating antinuclear antibody titers were 
negative. The latex test and Sabin-Feld- 
man reaction were negative. The anti- 
streptolysin O titer was 100 units. A VDRL 
test for syphilis was negative. Several 
blood cultures were sterile. The total serum 
protein level was 7.22 g/dl, with other 
values as follows: albumin, 40.9%; a,-globu- 
lin, 2.8%; a,-globulin, 6.5%; B-globulin, 8.6%; 
and y-globulin, 13.4%. Nitro blue tetrazol- 
ium reduction, by the method of Park et 
al," was positive at 12%. The T-lymphocyte 
level was 70%; the B-lymphocyte value was 
9%. Immunoelectrophoresis on Jan 8, 1977, 
gave the following values: IgM, 360 mg/dl; 
IgG, 2,500 mg/dl; IgA, 86 mg/dl. On Feb 
18, the values were as follows: IgM, 480 
mg/dl; IgG, 1,160 mg/dl; IgA, 135 mg/dl. 
The results of liver function tests and 
serum electrolyte values were normal. 
Chest and skull roentgenograms were 
normal. An ECG and capillaroscopic find- 
ings were normal. On inspection of the 
eyegrounds, no retinal changes were 
observed. A skin biopsy specimen was 
taken from the forearm because of 
suspected periarteritis nodosa or lupus 
erythematosus. 

Prednisone (Encorton) and antibiotics 
were given orally, and later, a diet without 
cow’s milk was administered. During treat- 
ment, the skin lesions intensified several 
times. On the left knee, a painful9 x 8-cm, 
bluish-red infiltrative lesion appeared that 
had a centrally situated necrotic area 
measuring 3 x 3 em in diameter (Fig 2). 
After three months of treatment, the skin 
lesions disappeared and the necrotic ulcer- 
ation completely healed. Therapy with 
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M/5 mo Inflammatory 


Recovered 5 mo 





prednisone and antibioties was discontin- 
ued. The infant was discharged in good 
health. The diet without cow's milk was 
continued. At the nine-month follow-up, 
the infant was asymptomatic. 


HISTOLOGIC FINDINGS 


The biopsy specimen was fixed in a 
10% formaldehyde solution for light 
microscopy. Paraffin-embedded sec- 
tions were stained with hematoxylin- 
eosin, PAS with and without diastase 
digestion, Gomori's stain for reticulin 
fibers, Verhoeff's stain for elastic 
fibers, and Masson's trichrome. 

Histologic examination revealed 
diffuse changes within small vessels, 
especially in the capillaries. The capil- 
laries just below the epidermis showed 
edema and slight proliferation of the 
endothelial cells (Fig 3). In deeper 
parts of the dermis, the lumens of 
numerous vessels were markedly di- 
lated and were filled entirely with 
proliferating endothelial cells. There 
was also a slight proliferation of peri- 
cytes at the periphery of the vessels 
(Fig 4). There was no invasion of the 
proliferating cells into adjacent tis- 
sues. In some vessels, PAS revealed 
small fibrin thrombi in addition to 
proliferating endothelial cells. The 
budding vessels markedly surrounded 
larger vessels and dermal appendages 
in a coil-like pattern (Fig 5). Mitotic 
figures were infrequent. No atypicali- 
ty of the endothelial cells or inflam- 
matory changes were observed. The 
capillary proliferation was also seen in 
the subcutaneous tissue (Fig 6). 
Gomori's stain showed a fine, 
cross-luminal framework of reticular 
fibers (Fig 7). 


neurological pathological changes, 
which indicated a special tendency to 
involve these organ systems. 

In view of the few reports of these 
cases, the history and prognosis 
remain controversial. The data from 
the reported cases show a 10:6 
female-male ratio and onset in 14 of 
16 cases after the age of 40 (Table). 

Most authors have referred to 
angioendotheliomatosis as a multi- 
centric, malignant  Jprocess,'"'*"' 
while others have stressed the benig- 
nity of the proliferation.*'' The possi- 
bility of the malignant and nonmalig- 
nant character of the disease is 
reflected in the histological picture. 
Braverman and Lerner,’ Haber et al," 
and Scott et al'' believe that the lesion 
initially represents a multifocal in situ 
neoplasia of endothelial cells. Subse- 
quently, the disease disseminates 
widely and shows a terminal extravas- 
cular spread in internal organs, 
although the patient may die of the 
thrombotic effects of the disease 
before the extravascular spread be- 
comes apparent. Fievez et al," to 
account for the nonfatal cases, sug- 
gested that the process represents a 
generalized reticuloendothelial hyper- 
plasia; however, this does not explain 
the extravascular spread found in 
some of the cases. Scott et al,'' in view 
of the appearance of the extravascular 
lesions found at autopsy in some 
cases, entertained the idea that the 
disease represents an unusual absence 
of such typical sites of involvement as 
the liver, lymph nodes, and bone 
marrow. 

Lever and Schaumburg-Lever," on 
the basis of a review of the literature, 
have divided this disease into two 
types: an inflammatory type and a 
neoplastic type. They suppose that the 
inflammatory, usually benign, type of 
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* proliferating angioendotheliomatosis 
. probably represents a variant of aller- 
gic vasculitis. The neoplastie type is 
rapidly fatal and the survival time 
vages between six months and two 
. , years from the first onset of symp- 
. ^ toms. Furthermore, the patients with 
- the neoplastic type had an extravascu- 
-- Jar spread of the disease in the heart, 
the brain, the thyroid gland, and the 
eyes, as well as in other internal 
organs.**'* The neurological signs of 
some of the cases*"* represented the 
combined effeets of the endothelial 
proliferation and fibrin thrombi oe- 
cluding cerebral vessels. 
Contrary to the nonspecific charac- 
teristics of the clinical picture, the 
. histological features are very typical. 
- In the inflammatory type of prolifer- 
ating angioendotheliomatosis, the 
dermal and subcutaneous dilated cap- 
illaries usually appear in clusters or in 
a coil-like arrangement. Their endo- 
thelial cells proliferate to a great 
degree and nearly occlude the lumen. 
This proliferation is accompanied by 
intraluminal fibrin thrombi. Some- 
times, the same type of endothelial 
cell proliferation appears in nearly all 
the capillaries of various organs. Also, 
a vegetative endocarditis may be 
noted." 
In the neoplastic type, the capil- 
laries are also dilated and their endo- 
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thelial cells proliferate markedly, 


nearly filing the lumens of the 
vessels. The proliferating endothelial 
cells are atypical like tumor cells. They 
usually remain within the vessels, but 
they leave to enter the surrounding 
stroma to a very slight extent and 
only during the last stage of the 
disease." 

The histologic differentiation of the 
inflammatory type from the neoplas- 
tic type of proliferating angioendo- 
theliomatosis is difficult, because the 
proliferating endothelial cells can also 
have an atypical appearance in the 
usually benign inflammatory type.“ 


With regard to the pathogenesis of | 


the vascular changes in the inflamma- 
tory type, it is supposed that a "hyper- 
ergic mesenchymal reaction," as a 
consequence of a chronic bacterial 
infection, is the basis of the disease.’ 

Analogically, Ruiter and Mandema’ 
believe that the vascular lesions may 
be the result of a hyperreactive or, 
possibly, allergic tissue response of 
the vascular wall, possibly based on, or 
associated with, an immunological 
mechanism caused by the bacterial 
infection. 

The new concept of the etiopatho- 
genesis is given by Person.^ On the 
basis of the study by Folkman et al'** 
on the tumor angiogenesis and isola- 
tion of a tumor factor responsible for 
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angiogenesis, Person" suspecte 


the aberration in angiogenesis. 
systemic angioendotheliomatos 
might be a result of a circulating 
angiogenic factor. 
We agree that inflammatory and 
neoplastic types of proliferating an- 
gioendotheliomatosis exist and that. 
the inflammatory type could be a vari- 
ant of an allergie vasculitis. Our ease 
would fit the inflammatory type, since - 
the endothelial cells showed no evi- 
dence of atypicality. The infant had- 
had bacterial infections (otitis media, 
bronchitis, and diarrhea), but the. 
allergic agent (cow’s milk protein) 
cannot be excluded. During the no-. 
milk diet, after just one accidental 
milk. feeding, skin changes became | 
much more pronounced. 
The data from the literature on the - 
treatment are not uniform. In the. 
inflammatory type of the proliferat- . 
ing angicendotheliomatosis,  cuta- - 
neous lesions disappeared six months ` 
after intensive treatment with anti- - 
bioties.’ In other cases, the use of high- 
doses of antibiotics and steroids had. 
no effect." In the neoplastic type, 
even x-ray therapy and eytostaties 
were ineffective. : 
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Pereutaneous Paraquat Absorption 


An Association With Cutaneous Lesions and Respiratory Failure 


Michael Newhouse, MD; David McEvoy, MD; Donald Rosenthal, MD 


e Striking cutaneous lesions and death 
owing to respiratory failure occurred in a 
middle-aged woman eight weeks after 
initial cutaneous contact with the herbi- 
cide paraquat (1, 1° dimethyl-4, 4A'dipyridy- 
lium dichloride). While similar changes 
have been described in animals, to our 
knowledge, serious morbidity or mortality 
owing to percutaneous absorption has not 
been described in man. 

This case report illustrates the extreme 
toxicity of this herbicide and demon- 
strates that lethal quantities of the drug 
may be absorbed from apparently trivial 
skin wounds. 

Stricter precautions, including the man- 
datory use of protective clothing, should 
be recommended whenever this material 
is used. 

(Arch Dermatol 114:1516-1519, 1978) 


Ithough rapidly developing respi- 
ratory failure following inges- 
tion or injection of the herbicide para- 
quat is known to occur in animals and 
in man,"* to our knowledge, death 
owing to percutaneous absorption of 
this chemical has not been described 
in man. The present report describes a 
fatality that presumably was the 
result of accidental percutaneous ab- 
sorption of paraquat (Fig 1). 


REPORT OF A CASE 


A 39-year-old fruit farmer's wife was 
first seen by the dermatology service 
complaining of nonhealing, enlarging, 
painful skin lesions of four weeks’ dura- 
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tion. These lesions had started with trivial 
scratches on her arms and legs from the 
branches of trees that the patient had been 
pruning. She had regularly produced 
batches of paraquat herbicide by appro- 
priately diluting the concentrate and 
spraying it on the fruit trees. On a number 
of occasions after the development of the 
scratches on her arms, she had failed to 
wear the usual protective clothing while 
mixing the concentrate or to shower imme- 
diately after spraying. 

Three to five days after she had first 
observed the scratches, three red, raised 
lesions developed at the scratch sites on her 
right arm and both legs. These rapidly 
became tender and painful, increased. in 
size, crusted, and exuded a clear and occa- 
sionally bloody fluid. Four weeks of thera- 
py with various topical medications and 
oral antibiotics produced no improvement. 


During the four weeks prior to admis- 
sion, the patient complained of repeated 
headaches, increasing breathlessness, chest 
tightness, a dry cough, and a 9-kg weight 
loss associated with marked anorexia. She 
had had a partial gastrectomy for a bleed- 
ing peptic ulcer three years earlier, a 
hysterectomy ten years previously, and a 
long history of typical allergic rhinitis and 
penicillin allergy. Her history otherwise 
was not contributory. There was no expo- 
sure to any other substance. She specifical- 
ly denied ingestion or injection of para- 
quat. 

The most prominent of the skin lesions 
(Fig 2 and 3) was a 6- to 8-cm, tender, 
well-demarcated, superficial ulcer in the 
right anticubital fossa with a vesicular 
border, partially covered with a hemor- 
rhagic necrotic crust. Surrounding the 
ulcer was an irregular patch of tender 


Paraquat Dichloride 


(1,1' Dimethyl-4,4 ' -Bipiridylium Dichloride) 


Chipman Gramoxone Liquid Herbicide With Wetting Agent 
Chipman Weedrite Paraquat and Diquat 
Chipman Gramoxone S Liquid Herbicide 
Chipman Weedrite Aerosol and Grass Killer 
Simpson-Sears & Simpson Cross Country 

Grass and Weedkiller 
Interprovincial Co-op Weed Ban Herbicide Granules 


United States: 


Chevron Ortho Spot Weed and Grass Killer 


Ortho Paraquat Chloride 


Ortho Gramoxone Dual 


Ortho Gramoxone Chloride 


Paraquat Dichloride 


EM-7217 





Fig 1.—Formula of paraquat and list of paraquat-containing herbicides. 
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« erythema. There was no undermining of 


the edges and no adenopathy. Two similar 
smaller ulcers on the pretibial area of the 
right leg and on the right medial malleolus 
were covered with an oozing hemorrhagic 
cru%. No mucus membrane lesions were 
noted. Pulmonary assessment at this time 
revealed complaints of lower retrosternal 
discomfort on deep breathing without 
specific chest findings. 

Laboratory examinations revealed a he- 
moglobin value of 12 g/dl, a WBC count of 
4,000/eu mm, and a differential WBC 
count of 2% eosinophils. The ESR was 56 
mm/hr. Urinalysis results were normal. A 
glucose tolerance test showed a prediabetic 
curve; culture of skin, urine, and sputum 
revealed no bacterial or fungal pathogens. 
Skin and serological tests for systemic 
fungal infections were negative. The 
initial chest x-ray film showed soft infil- 
trates and streaky opacities in the right 
apex and anterior segment of the left 
upper lobe (Fig 4). 

A biopsy specimen from the ulcer 
showed coagulative necrosis of the epider- 
mis and dermis, with young granulation 
tissue (Fig 5). A needle lung biopsy showed 
early interstitial and intra-alveolar foamy 
macrophages and desquamating pneumo- 
cytes (Fig 6). The predominant inflamma- 
tory cells were small lymphocytes with 
numerous eosinophils. Foreign body giant 
cells were present. Special stains showed 
no evidence of mycobacteria or fungi. 
Pulmonary function studies revealed a 
moderate restrictive ventilatory defect 
(Table 1) and abnormal gas transfer 
(Table 2). 

Topieal therapy was started with Bu- 
row's solution compresses (aluminum sub 
acetate) and petrolatum gauze. The ulcers 
began to granulate and within 14 days 
there was marked improvement. At the 
same time the pulmonary lesion had shown 
some progression. Because the patient was 
feeling reasonably well and was anxious to 
go home, she was discharged without a 
specific diagnosis. 

Initially her condition improved at home, 
and she was able to work in the orchard. 
Seventeen days after discharge she was 
readmitted to hospital because of increas- 
ing dyspnea on exertion and at rest that 
was associated with slight wheezing, a 
cough that was productive of brown 
sputum, nonspecific aching chest discom- 
fort, fever, and epistaxis. She had experi- 
enced increasing nausea, vomiting, and 
further weight loss. The previously almost 
healed skin lesions had broken down and 
showed changes similar to those noted on 
her first admission, and new lesions had 
developed on her arm and leg. At that time, 
physical examination revealed a jaundiced, 
pale, ill-looking woman with crusting and 
ulceration of the nasal septum. Both lungs 
were dull to percussion with generally 
decreased breath sounds and fine paninspi- 
ratory rales bilaterally over both lung 
fields. The right antecubital area showed a 
large crusted superficial uleer covered with 
a partially denuded flaccid bulla. There was 
surrounding tender erythema. There were 
small crusted, eroded, tender plaques on 
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Fig 2.—Distribution of skin lesions on 
patient's left arm. 


the dorsum of the right hand, forearm and 
right leg. 

Laboratory data revealed a hemoglobin 
level of 11.9 g/dl, an ESR of 105 mm/hr, 
and a WBC count of 12,000/cu mm with 
95% neutrophils. Blood gas studies (Table 
2) showed marked hypoxemia and a large 
physiologie shunt. From the time of admis- 
sion until death two weeks later, there was 
a progressive deterioration of vital capaci- 
ty to 0.8 liters. Hepatic dysfunction was 
indicated by a gross elevation of the lactic 
dehydrogenase, SGOT, SGPT, and alkaline 
phosphatase values, and a total bilirubin 
level of 3 mg/dl. The glucose tolerance test 
showed a typical diabetic curve. Renal 
dysfunction was indicated by an increased 
serum creatinine level of 2 mg/dl, a slight 
elevation of the blood urea nitrogen value 
to 26 mg/dl, and a slight reduction of 
creatinine clearance to 90 ml/min. Serum 
immunoglobulin and C3 and C4 values 
were normal. A chest roentgenogram (Fig 
6) showed loss of volume, bilateral diffuse, 
confluent, finely nodular infiltrates, and 
an increase in size and density of the upper 
lobe opacity in keeping with the presence 
of extensive alveolar infiltration. X-ray 
films of the sinuses and nasal septum were 
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Fig 3.—Crusted, oozing, hemorrhagic, ten- 
der plaque on patient's right arm. Note 
healing linear superficial laceration at 
edge of plaque. 





taken several 


Fig 4.—Roentgenogram 
days prior to death showing extensive 
bilateral alveolar infiltrates that are most 
marked at left base. Within three days 
almost complete opacification and marked 
loss of lung volume had occurred. 


normal. Repeat skin biopsy showed exten- 
sive coagulative necrosis of all layers of 
skin down into the fat, including the cuta- 
neous appendages and blood vessels. There 
was extensive cellular infiltration, mainly 
neutrophils. No primary vasculitis was 
present. Despite the skin biopsy findings, a 
provisional diagnosis of systemic arteritis, 
possibly Wegener's granulomatosis, was 
entertained. She was treated vigorously 
with hydrocortisone, azathioprine, and 
inspired oxygen concentrations to main- 
tain adequate arterial oxygenation. The 
patient’s condition was not affected by the 
therapy and worsened. Progressive respi- 
ratory failure developed, and the patient 
died 12 days after her last admission. On 
this occasion, the skin lesions showed little 
evidence of healing, although no new 
lesions were noted after her admission to 
hospital. 
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Fig 6.—Alveoli are in parts occluded by fibrous tissue that 
contains almost exclusively young fibroblasts. Remaining open 


alveoli contain multinucleated alveolar macrophages and extrav- 
asated RBCs (hematoxylin-eosin, original magnification x 96). 





Fig 5.—Skin pathology of ulcerated plaque. Coagulative necrosis 
of epidermis with focal necrotizing ulceration. Dermis shows 
coagulative necrosis, as does subjacent fat, with neutrophilic 
infiltration. There is loss of normal staining of vessels, adnexae, 
and collagen (hematoxylin-eosin, original magnification x 120). 


Table 1.—Pulmonary Function* 
Study Predicted Result 
Vital capacity, liters 
Functional residual 
capacity, liters 


Residual volume, 
liters 


Total lung capacity, 
liters 

Forced expired vol- 
ume at 1 s, liters 

D, CO at rest, ml/ 
min /mm Hg 


*Values obtained March 10, 1971; D, CO indi- 
cates carbon monoxide diffusing capacity at a 
steady state. 


The findings of the examining patholo- 
gists were corroborated by the Armed 
Forces Institute of Pathology, Washing- 
ton, DC, and showed the following: (1) a 
diffuse, fibrosing, interstitial pneumonitis 
with marked intra-alveolar hemorrhage, 
thiekening of alveolar septae owing to 
increased cellularity with type 2 alveolar 
cells, many maerophages, and many fibro- 
blasts; (2) renal tubular epithelial cell 
degeneration with intraluminal protein- 
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Date 


M 7 


3/10/71 
Time 


O. concentration, % 


Blood gases 
pH 
Po., mm Hg 
Pco,, mm Hg 
HCO, 


ateous casts; (3) extensive superficial skin 
ulceration of unknown type; and (4) intra- 
canalicular and intracellular hepatic chole- 
stasis. 

Review of the pathological specimens 
resulted in the following conclusions: 


Although the histopathology in the present 
case is not by itself diagnostically distinc- 
tive, the striking similarity to those 
changes reported in paraquat poisoning, 
together with the history of exposure to 





3/10/71 5/10/71 10/10/71 


this drug in a previously well woman, 
seems to suggest a chemically induced 
toxicity. In addition, the cutaneous ulcers 
present have been described following 
contact with paraquat. In the present case, 
the portal of entry for the drug would 
appear to be the skin, as evidenced by the 
severe cutaneous ulceration. What part 
inhalation of the herbicide may have 
played in the disease process remains a 
problem. 


Paraquat Absorption—Newhouse et al 


Me 










COMMENT 


Although the time course of the 
illness and route of administration of 
paraquat in this case are both some- 
what unusual, it seems likely, on the 


- basis of the history of exposure, clini- 


eal course, and. pathological findings, 
that death in this case was due to this 
chemical. Since there are no previous- 
ly recorded cases of death associated 
with accidental percutaneous absorp- 
tion, the pathogenesis of the disease 
must remain speculative. In his 
review of the subject, Staiff et al’ 
reported that field workers exposed to 
paraquat, while operating conven- 
tional low pressure spray equipment, 
had no detectable paraquat in their 
urine. They added that "none of the 
operators studied had open cuts on 
their hands, therefore the possibility 
of increased absorption via this route 
had not been clarified."" In the 
absence of other exposures, the loca- 
tion of the ulcers and the direct prox- 
imity to the obvious cutaneous 
scratches on the arms and legs make 
these breaks in the epidermal barrier 
the probable site of absorption of 
paraquat. The pathology and the clini- 
eal picture suggest a direct, toxic, 
destructive effect on all layers of skin 
rather than a hypersensitivity reac- 
tion. Baran and Samman reported 
that direct exposure to paraquat 
causes local destructive changes in 
nails in a high percentage of those 
exposed." Topical contamination of 
intact skin, eyes, or other mucosal 
surfaces causes burning and lacera- 
tion by a local irritative action." ° The 
mild caustic reaction of the paraquat 
formula and the petroleum solvent 
may play a part in cutaneous inju- 

¢ PO 

Presumably, only a relatively small 
amount of the chemical was absorbed 
at any one time through the seratched 
skin of this patient, but the cumula- 


tive dose might have been consider- 
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5. Paraquat poisoning, editorial Lancet 
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able: fatalities in previous case reports 


have been associated with ingestion or 
subcutaneous injection of small 
amounts of this chemical, ^**'* al- 
though this is not always the case." 
The human lung has the capacity to 
accumulate paraquat from low con- 
centrations in plasma. The substance 
is not well absorbed through the 
unbroken skin in either animals* or 
man,'* but in rabbits in which the skin 
has been gently abraded, as occurred 
while cleansing, or in which the mois- 
ture content of the skin was increased 
by occlusive dressing, substantial 
amounts of this chemical were ab- 
sorbed after repeated exposures, re- 
sulting in morbidity and mortality at 
doses equivalent to approximately 4.5 
mg/kg in man.* A single cutaneous 
exposure to larger amounts of para- 
quat in animals produces progressive 
injury in numerous organs and death 
owing to respiratory insufficiency 
after several weeks. To our knowl- 
edge, cutaneous lesions have never 
been described when paraquat was 
ingested or injected. 

The unusually long time interval 
between exposure and death in this 
case may have been related to the 
relatively small doses to which the 
patient was repeatedly exposed, while 
the rapidly progressive pulmonary 
changes that resulted in respiratory 
failure and death could have been 
potentiated by administration of high 
oxygen concentrations necessitated 
by a rapidly falling arterial oxygen 
tension and the need to maintain 
adequate oxygenation. The potentiat- 
ing effect of high oxygen concentra- 
tions on the progression of the pulmo- 
nary changes of paraquat poisoning 
has been demonstrated in animals." 
Fairshter et al suggest that paraquat 
toxieity may be modified by adminis- 
tration of normal or reduced oxygen 
breathing mixtures." While all spe- 
cies, including man, may show marked 
pathological features of paraquat poi- 
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soning in the lung, the toxic reaction 
may not become apparent until some 
time after exposure to the com- 
pound.” The cause of the striking 
pulmonary lesions associated with 
paraquat poisoning is not certain. 

Similarities with the changes seen 
in the respiratory distress syndrome 
of the newborn have been shown tobe | 
associated with a marked reduction in 
pulmonary surfactant." 

The possibility that substantial 
amounts of the drug might have been 
ingested as a droplet aerosol was 
considered unlikely, since the low- 
pressure sprayer that was used pro- 
duces relatively large droplets'* that - 
have been shown to be safe during 
prolonged paraquat application. — 
Since 90% of ingested paraquat is | 
excreted within 24 hours,’ the chemi- 
cal was not looked for during life nor, | 
as one would expect, was it found in - 
tissues obtained postmortem. | 

Percutaneous absorption of the par- 
aquat that was in the herbicide 
repeatedly applied to the patient’s 
injured skin seems likely to be the 
cause of the patient's death. The unus- 
ually long interval between exposure 
and death may be due to both a rela- 
tively small dosage and the route of 
administration. The progressive de- 
terioration despite withdrawal from 
exposure is well known and has been 
commented on previously." 

While mortality owing to percuta- — 
neous absorption of paraquat is. 
extremely rare, increased precautions | 
should be taken when this material is 
handled if similar accidents are to be 
avoided. 


Karl Shier, MD, and Ray Yaworsky, MD, gave .— 
their interpretations of the lung and skin patho- 


logic findings. Robert Tuttle, MD, provided his — 


interpretation of the chest roentgenogram. 


Nonproprietary Name 
and Trademark of Drug 


Azathioprine—Imuran. 
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Carcinoma of the Inframammary Crease 


è Carcinoma of the inframammary 
crease is an uncommon but distinctive 
manifestation of carcinoma of the breast. 
This report of a case illustrates the clini- 
cal and histophathologic features. The 
patient’s tumor was exophytic and fis- 
sured, and the initial biopsy specimen 
mimicked basal cell epithelioma. 

(Arch Dermatol 114:1520-1521, 1978) 


Ithough carcinoma of the breast is 
the most common noncutaneous 
malignant neoplasm of women, the 
inframammary crease affords an un- 
usual localization. References in the 
literature to such an entity are sparse. 
The prognosis is that of carcinoma of 
the breast in general, with a high 
morbidity and mortality despite the 
usual slow growth of the tumor.’ This 
report is of a case of carcinoma of the 
inframammary crease with histopath- 
ologic findings suggestive of a poorly 
differentiated tumor of epidermal 
origin. 


REPORT OF A CASE 


The patient was a 60-year-old woman 
with a keloid on her chest for many years 
and a one-month history of an ulcerated 
mass in the left inframammary crease. 
Physical examination demonstrated a 
1x6 em fungating tumor with central 
uleeration (Fig 1). The lesion was tightly 
fixed to the chest wall. On the lateral 
aspect of the left breast were several 
erythematous, firm, nonmovable nodules, 1 
to 2 em in diameter. Skin-colored firm 
plaques were present over her chest, left 
scapula, and left arm. Axillary lymph nodes 
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were not palpable. 

Biopsy of the exophytic inframammary 
lesion showed groups of malignant cells 
with large hyperchromatic nuclei in conti- 
guity with the overlying epidermis and 
invading the dermis (Fig 2). Some retrac- 
tion of the collagen was evident. A dense 
inflammatory infiltrate of lymphocytes 
surrounded the tumor lobules. The initial 
interpretation was invasive basal cell 
epithelioma. 

Biopsy of an erythematous fixed nodule 
on the lateral aspect of the breast disclosed 
masses of cells with bizarre hyperchromat- 
ie nuclei, some of them undergoing mitosis. 
Most tumor masses infiltrated a fibrous 
stroma, and malignant cells also were visi- 
ble in the lymphaties of the middle and 
deep dermis. Tumor nodules in the fibrous 
stroma formed acini containing eosino- 
philic material (Fig 3). The lesion was 





Carcinoma of the Inframammary Crease—Waisman 


recognized as adenocarcinoma of the 
breast, invading the dermis, subcutaneous 
tissue, and dermal lymphatics, indicative 
of metastasis. Biopsy examination of the 
area clinically diagnosed as a keloid showed 
indeed a keloid. 

Because pulmonary and bony metastases 
were found, mastectomy was not per- 
formed. Despite combined immunochemo- 
therapy first with fluorouracil, doxorubicin 
hydrochloride, cyclophosphamide, and le- 
vamisole hydrochloride, and later with 
mitomycin and megestrol acetate, the 
patient died 7% months after discovery of 
the tumor. 


COMMENT 


Less than 2% of cases of carcinoma 
of the breast originate in the mamma- 
ry crease. Characteristically, carcino- 


Fig 1.—Clinical appearance of carcinoma of inframammary fold, with central fissuring 
and peripheral exophytic growth. Keloid (arrows) affects most of breast and presternal 
area. 














Fig 2.—Biopsy specimen of carcinoma of inframammary crease shows malignant cells 


_ with nuclear atypism contiguous with epidermis and invading into dermis. Retraction 
of collagen misled pathologist into diagnosing this incorrectly as basal cell epithelio- 
ma (hematoxylin-eosin, original magnification x 123). 


ma of the mammary crease begins as 
a lesion resembling a eallus that slow- 
ly becomes fissured and invades skin, 
deeper breast tissue, chest wall, and 
. fascia. However, two of Watson and 
Watson’s seven cases had rapidly- 
growing tumors.’ | 

At the mammary fold the edge of 
the breast normally is bound to the 
deep fascia of the thoracic wall, 
accounting for the retraction often 
present in the overlying skin when 
cancer occurs at this site. Apparently, 
the degree of fixation to the chest wall 
does not necessarily modify the prog- 
nosis. The lesion must be differen- 
tiated clinically from a callus, epider- 
mal eyst, fissure, or intertrigo, espe- 
cially in women with pendulous 
breasts. 

This uncommon clinical manifesta- 
tion of breast carcinoma can have an 
unusual histopathologic structure as 
well. Dowlati and Nedwich* reported a 
case in which the biopsy specimen of a 
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carcinoma of the mammary crease 
was reported as a morphea-like basal 
cell epithelioma. Because deeper see- 
tioning of the tissue demonstrated the 
true diagnosis, scirrhous carcinoma of 
the breast, the authors emphasized 
the need for a large biopsy speci- 
men. 

Carcinoma of the mammary crease 
is a distinct clinical entity that can 
simulate an epidermal tumor both 


grossly and histopathologically. In no 


other form of primary breast cancer 
does the lesion appear exophytie and 
fissured, not unlike an epidermal 
malignant neoplasm. Histopathologic 
examination shows invasion of the 
epidermis by malignant cells and 


‘involvement of the dermis and derma] 


lymphatics by more characteristic 
malignant cells. The lesion in my 
patient mimicked a basal cell epithe- 
lioma histopathologically except for 
the high degree of nuclear atypism 
and the laek of palisading at the 
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Fig 3.—Biopsy specimen of nodule of lateral 
aspect of left breast in middle and deep 
dermis shows masses of malignant celis, 
which form acini and invade dermal lymphat- 
ics (hematoxylin-eosin, original magnification 
x 75). 


periphery of the tumor masses. The 
case exemplifies a special variant of 
an unfortunately common disease. 


Nonproprietary Names 
and Trademarks of Drugs 


Doxorubicin hydrochloride— Adriamycin. 
Cyclophosphamide—Cytoran. 

Levamisole hydrochloride~Tramisol. 
Mitomyein—Mitocin-C, Mutamyein. 
Megestrol acetate— Megace, Ovaban. 
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Diffuse Fasciitis With Eosinophilia 


Joseph J. Chanda, MD; Jeffrey P. Callen, MD; William B. Taylor, MD 


è The recently described syndrome of 
diffuse fasciitis with eosinophilia consists 
of scleroderma-like cutaneous changes in 
the absence of Raynaud's phenomenon 
and without visceral involvement. Periph- 
eral blood eosinophilia and hypergamma- 
globulinemia occur in the majority of 
patients. The biopsy specimen is charac- 
teristic and shows a diffusely thickened 
fascia with a noticeable inflammatory 
infiltrate. The etiology and pathogenesis 
of the entity are unknown. The majority of 
the cases have been reported to respond 
to corticosteroids. Pulmonary function 
abnormalities and rheumatoid factor ele- 
vation in one of our patients suggests that 
this syndrome may be a variant of sclero- 
derma or may have previously unrecog- 
nized systemic manifestations. The pa- 
tients' objective responses to cortico- 
steroids were minimal. 

(Arch Dermatol 114:1522-1524, 1978) 


p^ 1974, Shulman! described an 
apparently new syndrome in two 
men that was characterized by scle- 
roderma-like skin changes without 
Raynaud's phenomenon or visceral 
involvement, but with associated eo- 
sinophilia and hypergammaglobuli- 
nemia. Biopsy specimens did not show 
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typical sclerodermatous changes but, 
rather, a diffuse inflammatory fascii- 
tis. Several other cases have subse- 
quently been reported in the litera- 
ture.^* A striking feature of the 
majority of cases has been the marked 
improvement and even resolution of 
the illness in response to steroid ther- 
apy. The recognition of this syndrome 
is of obvious importance to the prac- 
ticing dermatologist. This report will 
describe two patients with diffuse 
fasciitis with eosinophilia whom we 
have seen during the past year. 


REPORT OF CASES 


Case 1.—A 48-year-old man with a 15- 
year history of minimal plaque-type pso- 
riasis was admitted to the University of 
Michigan Medical Center, Ann Arbor, in 
May 1977, for evaluation of a one-year 
history of patchy induration of the skin of 
his trunk and extremities. Eighteen 
months prior to admission, the patient 
noted the development of stiffness and 
swelling of his hands and feet, followed in 
about six months by progressive scattered 
patches of tight skin of the trunk and 
extremities. There was no history of 
Raynaud’s phenomenon, dysphagia, dysp- 
nea on exertion, shortness of breath at 
rest, diarrhea, or muscle weakness. The 
patient gave no history of trauma or 
increased physical exertion prior to the 
onset of his illness. 

Physical examination showed a robust 
man with normal vital signs. Pertinent 
physical findings included induration of 
the skin of the upper arms, forearms, chest, 
abdomen, and thighs, with slight swelling 
of the hands. There was minimal limitation 
of motion at the shoulders and elbows 
without objective evidence of arthritis or 
joint effusion. There was no sclerodactyly, 


hyperpigmentation, subcutaneous calcifi- 
cation, atrophy, or mat-like telangiectasia. 
Scattered psoriatic plaques and nail pits 
were noted. 

Laboratory evaluation showed a CBC 
count that was normal on two occasions, 
except for an 11% and 7% eosinophil count. 
A mild hypergammaglobulinemia (3.7 mg/ 
dl) was noted. A latex rheumatoid factor 
was positive at a titer of 1:1,280. The 
following laboratory tests were negative or 
normal: ESR; antinuclear antibody (ANA) 
titer; anti-DNA titer; total hemolytic 
complement; lupus erythematosus (LE) 
preparation; VDRL test for syphilis; BUN 
and serum creatinine levels; serum calcium 
and phosphorus values; SGOT; SGPT; lactic 
dehydrogenase (LDH) value; serum alka- 
line phosphatase value; serum bilirubin 
value; uric acid level; serum electrolytes; 
results of urinalysis; ECG; and chest film 
and films of the hands, feet, elbows, and 
ankles. A muscle biopsy specimen of the 
thigh showed no muscle fiber degeneration 
or regeneration. The muscle fascia was 
thickened and showed a diffuse polymor- 
phous infiltrate, without predominance of 
eosinophils. A diagnosis of fasciitis with 
eosinophilia was made. The patient was 
begun on a regimen of 60 mg/day of 
prednisone and was discharged. Follow-up 
evaluation at two and six weeks showed 
some decrease in the amount of induration 
as well as slight increased range of motion 
at the elbows, wrists, and hands. The 
patient has subsequently been lost to 
follow-up. 

CasE 2.-A 41-year-old woman was 
admitted to the University of Michigan 
Medical Center in January 1977, for evalu- 
ation of skin changes suggestive of sclero- 
derma. In March 1976, tightness and swell- 
ing of the hands and feet had developed. 
These symptoms progressed to involve her 
lower legs and forearms, and substantially 
limited the mobility of her hands, feet, 
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wrists, and ankles. There had been a two- 
year history of intermittent nonbloody 
diarrhea. Occasional episodes of heartburn, 
fatigue, muscle pain, and arthralgias of the 
hands and wrists had been noted in the 
prévious eight months. There had been no 
history of Raynaud's phenomenon, dys- 
phagia, dyspnea on exertion, shortness of 
breath at rest, or muscle weakness. There 
was no history of trauma or unusual physi- 
cal exertion prior to the onset of her 
illness. 

Physieal examination showed a thin 
woman with normal vital signs. Pertinent 
physical findings showed tightly bound 
skin of the face, hands, feet, forearms, and 
lower legs. There was decreased range of 
motion at the wrists, ankles, and elbows. 
There was no sclerodactyly, hyperpigmen- 
tation, subcutaneous calcifications, atro- 
phy, or mat-like telangiectasia. 

Laboratory evaluation showed a normal 
CBC count with the exception of a 10% 
eosinophilia. Total eosinophilia count was 
1,338/cu mm. Mild hypergammaglobulin- 
emia of 3.9 g/dl was noted. The LDH value 
was increased to 290 units with elevated 
second and third isoenzyme fractions. 
Pulmonary function tests showed a mild 
alveocapillary membrane change. The fol- 
lowing laboratory tests were normal or 
negative: ESR; latex rheumatoid factor; 
LE preparation; ANA titer; anti-DNA 
titer; C3 or third component of comple- 
ment; VDRL test for syphilis; glucose level; 
BUN and serum creatinine levels; serum 
electrolytes; serum calcium level; serum 
phosphorus level; SGOT; SGPT; alkaline 
phosphotase level; serum bilirubin value; 
uric acid level; stools for ova and parasites; 
fasting cortisol level; serum iron and iron- 
binding capacity; urinary porphyrins; chest 
film; barium enema; hand films; esophage- 
al manometrics and digital plethysmogra- 


A skin biopsy specimen of an involved 
area of the left lower leg showed normal 
epidermis with slight dermal thickening 
and smudging of the collagen of the lower 
half of the reticular dermis. A muscle 
biopsy specimen from the same site was 
normal. The muscular fascia was diffusely 
thickened and showed a diffuse infiltrate 
of lymphocytes, plasma cells, and eosino- 
phils. A diagnosis of fasciitis with eosino- 
philia was made, and the patient was 
begun on a course of 40 mg of prednisone 
and was discharged. 

Six months after the discharge, the 
patient felt that she had had both a notice- 
able subjective and objective improvement 
as regards loosening of her skin and an 
improvement of range of motion. However, 
there has been little objective evidence of 
this improvement on examination. The 
eosinophilia had not resolved. 


COMMENT 


Since Shulman’s' initial description 
in 1974, there have been approximate- 
ly 22 patients reported, including the 
two presented, here with the syn- 
drome of diffuse fasciitis with eosino- 
philia. The features of these cases are 
summarized in the Table. 
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Males/females (age range, yr) 







Positive rheumatoid factor 
Positive antinuclear antibody titer 
Dermal sclerosis on skin biopsy 
Diffuse fasciitis on muscle biopsy 
Eosinophilic fascial infiltrate 
Improvement with corticosteroids 

























Positive history of trauma or excessive exertion 6/22 
Eosinophilia 21/22 
Hypergammaglobulinemia 20/22 
Increased ESR 4/10 (not done in 12 cases) 
Presence of Raynaud's phenomenon 0/22 








3/11 (not done in 12 cases) 
2/18 (not done in 4 cases) 
9/13 (unavailable 9 cases) 
22/22 
11/17 (unavailable 5 cases) 
13/16 (unavailable 6 cases) 




















Muscle biopsy specimen showing thickened fascia and noticeable polymorphous 
infiltrate (hematoxylin-eosin, x 100). 


The essential characteristics of the 
syndrome are scleroderma-like thick- 
ening of the skin in association with a 
peripheral eosinophilia and hyper- 
gammaglobulinemia; a biopsy speci- 
men that shows diffuse fasciitis; and 
an objective response to therapy with 
corticosteroids. Characteristically, 
there is also lack of visceral involve- 
ment. Males have been effected more 
commonly than females, with almost a 
2:1 predominance. The extent and 
pattern of cutaneous involvement has 
been variable. Some authors have 
suggested that the face and hands are 
preferentially spared,** but this has 
not been invariably seen. The most 
commonly involved areas appear to be 
the forearms and lower legs. 

The cutaneous changes observed 
clinically are indistinguishable from 
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those seen in scleroderma with the 
exception that sclerodactyly, atrophy, 
and calcinosis cutis have not been 
observed. Raynaud’s phenomenon has 
not been reported in any of the 
patients. Peripheral blood eosinophilia 
as high as 37% has been observed 
in > 95% (21/22) of the patients, and 
hypergammaglobulinemia has been 
seen in > 90% (20/22) of the patients. 
The ESR has been variably elevated (4 
of 10 patients), and there have been a 
few patients with positive rheumatoid 
factors (3 of 11) and ANA titers (2 of 
18). Biopsy specimens characteristi- 
cally show a diffuse thickening of the 
fascia with a substantial inflammato- 
ry infiltrate (Fig 1). 

Shulman'* originally observed that 
eosinophils were characteristically not 
pàrt of the inflammatory infiltrate, 
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ty of biopsy specimens (11 of 17): 
Dermal sclerosis has been reported in 


~ 9 of 13 patients, but the changes have - 
. not been as pronounced as in sclero- - 


derma, and other dermal and epider- 
mal changes that are frequently seen 


-in scleroderma (epidermal and adnex-- 


-al structure atropy, dense dermal 
thickening, and fibrosis? have not 
. been observed. 

: The majority of patients have been 
: treated with corticosteroids (there has 
been one reported spontaneous remis- 
:sion?) and all patients who have under- 


gone treatment have seemed to show | 
Some degree of improvement." In 


some patients, the symptoms have 
. resolved completely.’ Our cases are 
-similar in most aspects to those 
previously reported. The elevated 
rheumatoid factor and the mild abnor- 
malities noted in pulmonary function 
tests suggest that this syndrome may 
either have systemic manifestations 
or may be closely related to, or a 
variant of, scleroderma. Similar sero- 
logical abnormalities (positive ANA 
titer, elevated rheumatoid factor) 
have been noted in five other reported 
cases.'^ The response of our patients 
to corticosteroids would suggest that 
this syndrome may not be so steroid- 
responsive as initially thought. Case 1 
seemed to. demonstrate an initial 


mprovement on steroid therapy, but- 





his patient was lost to follow-up. Case 
2, although improved subjectively, 
showed little if any objective evidence 
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but &übücquent reports have noted the 
presence of eosinophils i in the majori- 


of improvement and mt 
fied as a steroid’ failure. a? | 
The etiology. and ‘pathogenesis of . 





this syndrome are unknown. Shulman“ 
has speculated that the pathogenesis 


may involve a hypersensitivity reac- 


tion that is somehow triggered by 
unusual exertion in a susceptible or 


sensitized individual This theory is 
supported by the demonstration of 


subfascial deposits of C3 and IGG by 
Rodnan et al’ and by the associated 
peripheral eosinophilia. Because of the 
lack of tissue eosinophilia in several 


eases, and because of the almost 


uniformly associated peripheral blood 


eosinophilia, we favor the term “dif- 


fuse fasciitis with eosinophilia” for 


this syndrome as opposed to “eoaino- 
. phillic fasciitis.” | 
Caperton’ believed that the syn- 


drome may represent an unusual 
steroid responsive variant of mor- 
phea. Whether the syndrome repre- 
sents a distinct clinical entity or a 
previously unrecognized early stage of 
scleroderma remains to be deter- 


mined. At the present time, the avail- 
able data favor the former theory. The 


apparent response of the majority of 


patients to corticosteroid therapy is. 


encouraging. Howev er, the natural 
history of the disease is unknown and 
Caperton et al” have reported that 
relapses may occur several months 


after steroid withdrawal, following an. 
apparent cure. Moreover, the observa- 
tions with regard to corticosteroids | 


have been uncontrolled and the 
reports of improvement. have either 


-À broad spectrum of diseas 
Annual Meeting.of the American Rheumatism | 


l not. been adequately documented a 
several of the reports, or have been 


less than dramatic, as was the case 


with our patient 2. Final determina- 
tion of steroid response in this disease 


must await delineation of the natural 


course of the disease and controlled 
clinical trials. 
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Complicated by Loeffler’s Syndrome 


Maj Marshall A. Guill, MC, USA, Col Richard B. Odom, MC, USA 


€ A husband and wife contracted larva 
migrans while vacationing on the Gulf of 
Mexico. Subsequently, migratory pulmo- 
nary infiltrates and peripheral eosinophil- 
ia (Loefflers syndrome) developed in 
both patients. Their cutaneous lesions 
were treated with topical thiabendazole 
and resolved within two weeks. The 
pulmonary complication was treated 
symptomatically and resolved during the 
next eight weeks. 

(Arch Dermatol 114:1525-1526, 1978) 


I migrans is a fairly common 
cutaneous eruption in tropical 
and subtropical areas. It is endemie 
along the Atlantic and Gulf coasts. We 
present two cases, a husband and 
wife, in whom larva migrans devel- 
oped during a vacation on the Gulf of 
Mexico. Their clinical course was 
complicated by the development of 
migratory pulmonary infiltrates and 
peripheral eosinophilia (Loeffler’s 
syndrome).' 


REPORT OF CASES 


A 40-year-old man and his 36-year-old 
spouse had extremely pruritic lesions on 
their feet. Examination showed multiple, 
slightly raised, erythematous, serpentine 
tracts on the dorsa and latera! aspects of 
the feet and between the toes (Fig 1). Prior 
to the onset of the eruption, the couple had 
vacationed at a beach resort on Mexico's 
Yucatan Peninsula, often walking barefoot 
on the sandy gulf beaches. 

A elinical diagnosis of larva migrans was 
made, and both patients were treated with 


Larva Migrans 


By the tenth day of treatment, most of 
the cutaneous lesions had resolved, but 
both patients began to experience a 
nonproductive cough, some tightness in 
their chests, and exertional dyspnea. 
Neither patient had an elevated tempera- 
ture. Both patients had egophony. Results 
of physical examination were otherwise 
normal. Results of multiphasic chemical 
profiles were within normal limits. Results 
of multiple stool examinations for ova and 
parasites were negative. Both patients had 
transiently elevated IgE levels (Table). 
Loeffler’s syndrome was suspected in both 
cases and was confirmed by chest x-ray 
film, which showed multiple patchy consol- 
idations in the lung fields (Fig 2 and 3), and 
by an elevated peripheral eosinophil 
count. 

The patients were followed up with 
weekly complete blood cell counts and peri- 
odie chest roentgenograms until their 
lungs cleared, some eight weeks after the 
onset of the symptoms (Table). They were 
treated symptomatically. It is of interest 
that the man had a history of allergic 
rhinitis and episodes of urticaria. 


COMMENT 


Larva migrans may be caused by 
any one of several nematodal larvae; 
however, it is most commonly caused 
by a dog or cat hookworm, Ancylosto- 
ma braziliense and occasionally by 
Ancylostoma caninum. Dogs and 
cats inoculate an area of ground 
through their feces, which contain 
ova. These ova progress to active filar- 


Eosinophils, % 


Total Eosinophil Count, 


iform larvae, which penetrate human 
skin on contact. Within 72 hours after 
penetration, serpiginous, elevated 


tunnels are found on the skin. The 
larvae, in most instances, appear 
unable to penetrate the dermis of 
human skin and, having failed to gain 
entrance to the body through dermal 
capillaries, they wander aimlessly in 
the lower portion of the epidermis. 





Fig 1.—Multiple slightly raised, erythema- 
tous, serpentine tracts on foot of male 
patient. 
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thiabendazole oral suspension and 0.1% 
triamcinolone acetonide cream applied 
topically to the lesions four times a day. 
This treatment resulted in a decrease in 
the pruritus within 24 hours. 
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Fig 2.—Chest x-ray film of male patient showing patchy consoli- 
dation on left, middle, and upper lung fields, and right base. Done 
on 7/22/77. 


Some of the larvae live a few weeks in 
the lower portion of the epidermis, 
while others may remain for three 
months.’ 

In 1932, Loeffler first described the 
syndrome of transient pulmonary 
infiltrates associated with peripheral 
eosinophilia and minimal symptoms. 
Though initially thought to be a mani- 
festation of tuberculosis, later studies 
showed that Ascaris infestation was 
also present in some patients.’ Since 
Loeffler’s original description, this 
symptom complex has been associated 
with a variety of conditions and 
causes and has become known as 
pulmonary infiltration with eosino- 
philia (PIE syndrome).° 

Manifestations of the PIE syn- 
drome vary from the mild, transient 
changes of Loeffler's syndrome to the 
severe manifestations of polyarteritis 
nodosa.' Loeffler's syndrome has been 
associated with the following: medica- 
tions*'; infection with such parasites 
as Ascaris, Trichuris trichiura, 
strongyloides,Taenia saginata, Fas- 
ciola hepatica, Endamoeba histolytica, 
trichinae, brucella; and as a complica- 
tion of chronic asthmatic states.* The 
association of larva migrans with 
Loeffler’s syndrome has been re- 
ported in the medical literature. 

The exact pathogenesis of the 
pulmonary infiltrates and eosinophilia 
is not completely understood. The 
syndrome could represent a hypersen- 
sitivity phenomenon caused by either 
a transpulmonary larvae migration, as 
in the case of Ascaris, or by the 
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migration of larvae from the skin to 
the lungs, where they die, having 
failed to reach the intestinal tract. 
Evidence for migration of the larvae 
from the epidermis is limited. Bonne" 
observed, at autopsy, one case of 
intestinal parasitosis with larvae, 
identified as A braziliense, that had 
invaded the wall of the human intes- 
tine. However, Wright and Gold: 
conducted some 172 stool examina- 
tions in 13 cases of larva migrans and 
pulmonary lesions during a period of 
six weeks and found neither nema- 
todes nor ova. Muhleisen'? reported 
A braziliense larva that were re- 
peatedly found in the sputum of one 
patient with larva migrans. Wright 
and Gold, however, examined the 
sputum of 76 patients with larva 
migrans on 381 occasions without 
identifying nematodal larvae. Several 
stool specimens from our patients 
showed no ova or parasites; however, 
our patients were not able to produce 
sputum for analysis. 

Regardless of whether the larvae 
remain in the skin or migrate to the 
lung and intestinal tract, the pulmo- 
nary infiltrates and eosinophilia ap- 
pear to be an allergic reaction to the 
larvae. The transient rise and then fall 
of the levels of blood eosinophils and 
serum IgE found in our cases would 
tend to support this possibility. Inter- 
estingly, the male patient with an 
allergic history responded with a 
greater and more prolonged eosino- 
philia and IgE level than the female 
patient with no allergic history. 


Fig 3.—Chest x-ray film of female patient showing patchy infiltrate 
on left, upper, middle, and lower lung fields. Done on 7/22/77. 


Larva migrans is a relatively com- 
mon condition that is seen in many 
sections of our country. It is impor- 
tant for dermatologists to be familiar 
with the systemic complications of 
this cutaneous disease. 
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* impetigo herpetiformis was diag- 


‘nosed in a primigravida woman on clini- 
cal, laboratory, and histopathological 
"grounds. This disease should be consid- 
 ered as a tare and serious variant of 


generalized pustular psoriasis. 
‘After initiating: prednisone therapy, an- 


tepartum registration of fetal heart. rate 
patterns appears necessary to. evaluate 


fetal well-being. 

Subsequent pregnancies of the patient 
were not recommended. 

(Arch Dermatol 114:1527-1529, 1978) 


I’ 1872, Hebra' described a peculiar 


skin disease during pregnancy 
with a cireinate arrangement of 
efflorescences indicative of herpes. 
But instead of vesicles, pustules typi- 
eal of impetigo predominated. "Impe- 
tigo herpetiformis” was the name 
chosen by Hebra for this mysterious 
skin disease, which he diagnosed in 
five patients. All had raised tempera- 
tures, diarrhea, and passed dark urine 
without loss of albumin. Four of the 
five patients died. Autopsy failed to 
disclose the cause of death. The five 
patients had been pregnant, and 
Hebra hypothesized that the key to 
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Impetigo Herpetiformis 


the secret of impetigo herpetiformis 
had to be found in the female genital 
organs. 

A century later the cause of this 
rare disease is still mysterious. Re- 
cently, several authors have stated 
that impetigo herpetiformis does not 
form a class of its own but is a variant 
of psoriasis."* 


REPORT OF A CASE 
Clinical Data 


A. 25-year-old primigravida woman in 
her 28th week of gestation developed skin 
lesions on the elbows, knees, and the groins 
eonsisting of erythema and seales. Years 
ago, scaly patches had appeared at infre- 
quent intervals on the left elbow. In the 
33rd week of pregnancy the eruption 


increased. It was disseminated all over the - 


body, with the exception of the face and 
breasts. The lesions had a polymorphic 
appearance and consisted of nummular 
patches with both discrete and nondiserete 


_ borders; in some areas they formed plaques 
(8 to 10 em). They consisted of redness, 
pustules, scales, and crusts. Pustules were 


arranged in a circinate manner and were 
predominantly present on the abdomen 
and on the extensor surface of the thighs. 
Temperature rose (39 °C), and the patient 
felt tired and exhausted. At this time she 
was admitted to the hospital. In the 34th 
week, the pinhead-sized pustules dissemi- 
nated to cover the entire body, with the 
exception of the face and the breasts, and 
there was a generalized erythroderma. The 
pustules turned out to be sterile. Some 
pretibial edema was visible. Hypoalbumi- 
nemia (56% of the total albumin), hypocal- 
cemia (2.10 mmoles/liter), and increased 
uric acid levels (0. 39 mmoles/liter) were 
apparent. —— 


or Generalized Pustular Psoriasis? 


Robert J. Oosterling, MD; Ronald E. Nobrega, MD; Jacob A. Du Boeuff, MD; Jan B. Van Der Meer, MD 


Based on clinical, biochemical, and histo- 
pathological findings, a diagnosis of impe- - 
tigo herpetiformis was made and 60 mg of- 


prednisone was given daily. After 24 hours” 
of prednisone therapy, the pustules had 


already disappeared. After echographical i 


placenta localization, amniocentesis was. 
done, and the lecithin /sphingomyelin ratio. 


(LS ratio) determined. Estriol excretion. in- 
the 24-hour urine was checked daily (19 t 
21 mg/24 hr, low normal). Antepartum 
registration of fetal heart rate pattern 
was normal. In the 36th week, the predni-- 
sone therapy was reduced to 17.5 mg/day, 
and a slight exacerbation of the dermatosis. 
oceurred. It was decided to terminate the. 
pregnaney by induction. But, before indue 


. tion could. be performed, the membrane 
broke spontaneously some hours after. 
- amnioscopieal control, and our patient was. 


parturient. She gave birth to a healthy. 


— daughter (Apgar. score 9 after one and 10. 


after five minutes; birth weight, 2,820 g); 
with a borderline value of calcium in the 


serum. (1.88 mmoles/liter). Twelve hour 
after delivery, all newly developed pustules: 


had dried up, leaving a picture of erythema. 
with adherent scales. Three weeks postpar-. 
tum, after gradually decreasing predn 
sone therapy, all skin lesions had. disap-. 
peared; only on the knees and elbows elas- 
sical psoriasis patches persisted. 





Laboratory Findings 


Laboratory investigations on admission 
to the hospital showed the following values: 
hemoglobin, 7.6 mmoles/liter; WBC count, 
9,100/eu mm with 80% neutrophils, 13% 
lymphocytes, 5% monocytes, and 2% eosino- 
phils; platelet count, 318,000/cu mm; and. 
erythrocyte sedimentation rate, 50 mm /hr. 
Serum levels of creatinine, glucose, elec 
trolytes, phosphate, bilirubin, alkaline 
phosphatase, SGOT, SGPT, and lactic 
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dehydrogenase were within normal limits. 
Deviating laboratory results included 
BUN, 10.6 mmoles/liter (normal, 3.0 to 7.5); 
uric acid, 0.99 mmoles/liter (normal to 
0.36); caleium, 2.10 mmoles/liter (normal, 
2.20 to 2.60); total protein, 48 g/liter 
(normal, 62 to 78); albumin, 0.56 (normal, 
0.60 to 0.72); a, globulin, 0.10 (normal, 0.01 
to 0.05); a.-globulin, 0.16 (normal, 0.06 to 
0.10); 8-globulin, 0.16 (normal, 0.06 to 0.11); 
y-globulin, 0.12 (normal, 0.09 to 0.19); LS 
ratio, 2.7 (normal, 2 or more). Total phos- 
pholipid values were normal (111.9 umole/ 
liter; normal, 60 or more); and estriol excre- 
tion, low normal (19 to 21 mg/24 hr). A 
trace of albumin was present in the 
urine. 


Histopathologic Findings 


Histopathologically, the skin lesions 
were characterized by an inflammatory 
infiltrate, mainly composed of neutrophils. 
These cells evade from the superficial 
dermal blood vessels, migrate through the 
epidermis, and concentrate at the stratum 
corneum. Initially, a subeorneal microab- 
scess is formed, which soon exhibits the 
characteristics of a spongiform pustule of 
Kogoj (Figure). 


COMMENT 


The diagnosis of impetigo herpeti- 
formis was founded on the clinical, 
laboratory, and  histopathological 
characteristics in our patient. The 
therapy for impetigo herpetiformis 
appears to be prednisone.* This ther- 
apy should be accurately supervised 
due to its internal consequences. 
During gestation, prednisone therapy 
seems more justified than treatment 
with methotrexate, a drug frequently 
used in generalized pustular psoriasis. 
But corticosteroids given to the moth- 
er during pregnancy will pass to 
placenta and reduce the adrenocorti- 
cotropic hormone release of the fetal 
pituary gland. This results in a 
decrease in steroid production by the 
fetal adrenals. The production of 
estrogens by the placenta will also 
decrease, and this results in a fall in 
estriol excretion (gathered and esti- 
mated from 24 hours of maternal 
urine). An important feature of fetal 
well-being and placental function is 
made useless this way. The increased 
fetal mortality calls for guarding the 
fetus by means of antepartum moni- 
toring of fetal heart rate patterns'; 
and, in case this gives insufficient 
information, an oxytocin challenge 
test should be performed. (One moni- 
tors the fetal heart rate pattern in 
combination with uterine activity 
after giving oxytocin intravenously.)* 
Adequate information on the fetal 
condition is obtained this way in the 
last three months of pregnaney. The 
fetal pulmonary maturity is usually 


1528 Arch Dermatol—Vol 114, Oct 1978 








Biopsy specimen of skin lesion. Note neutrophils invading epidermis to form a subcor- 
neal microabscess (hematoxylin-eosin, x 150). 


estimated by measuring the LS ratio? 
of the total amount of phospholipids in 
amniotic fluid. If pulmonary maturi- 
ty of the fetus is sufficient, but the 
clinical situation of the mother wors- 
ens, one should terminate pregnancy. 
Our patient showed a slight exacerba- 
tion of the skin disorder with fetal 
pulmonary maturity and no signs of 
placental insufficiency. 

The skin deviations in impetigo 
herpetiformis consist of hundreds of 
pinhead pustules on an erythematous 
base that may disseminate all over the 
body through centrifugal spreading 
from the preferential localizations 
(abdomen, submammary, and ingui- 
nal region).^" As a rule the disease 
starts in the last three months of the 
pregnancy, usually in patients with a 


history of psoriasis. The mucous mem- 
branes of the respiratory tract may be 
affected.'^'* The spongiform pustule 
of Kogoj in the histological picture is 
obligate for the diagnosis but by no 
means specific. It is also seen in Reit- 
er's disease (keratoderma blenorrhag- 
ica), Hallopeau's aerodermatitis con- 
tinua, and von Zumbusch’s general- 
ized pustular psoriasis." The half-life 
of albumin is reduced substantially 
(from 11 to 4 days) in these patients.’ 
Increased metabolic degradation and 
loss of albumin into the skin rather 
than into the urine or feces? explain 
this. The change in osmotic pressure 
may be responsible for edema in our 
patient. The increased metabolic deg- 
radation might result in increased 
BUN and uric acid values. The latter 
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may cause joint pain.” 

Since a substantial. pod of 
ealeium is bound to albumin," hypo- 
caleemia is understandable. Hypocal- 
cemia may provoke an exacerbation of 
psogasis.^*'" If the mucous mem- 
branes of the respiratory tract are 
affected, dyspnea on exertion can be 
the consequence.” In its most severe 
form, impetigo herpetiformis leads to 
an incontinence of urine and feces, to 
convulsions and tetanic spasms, and 
sometimes death, all as a result of 
the enormous loss of albumin and 
calcium. These consequences of the 





disease, and the fact that a next preg- 
nancy is expected to reactivate it? - 
justify a warning against subsequent 


pregnancies: 
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n- considering the 
impetigo herpetiformis, we should not 
overlook that some characteristics 
mentioned above also typify general- 
ized pustular psoriasis. The rise in 
temperature, leukocytosis with rela- 
tive lymphopenia, the hypoalbumi- 
nemia, relative hypocalcemia," and 
increase of uric acid were reported in 
both. It appears that there is a pustu- 
lar psoriasis variant related to and 


provoked by pregnancy.'*:'® For these - 


cases, we prefer to use the term impe- 
tigo herpetiformis. It is tempting to 


speculate that both pustular psoriasis. 
and impetigo herpetiformis are the 
— result of a final eommon pathway 
| induced by different pathogenetic 
factors. In a the case of impetigo her- - 
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Papular Acrodermatitis of Childhood 
and Hepatitis B Infection 


Angela Castellano, MD; Richard Schweitzer, MD; Myron J. Tong, PhD, MD; Masao Omata, MD 


* A case of papular acrodermatitis 
(PAC) associated with acute anicteric 
type B hepatitis occurred in a 2-year-old 


child. Immunocytochemical studies failed - 


to detect the presence of viral antigens in 
the involved skin lesion. Current knowl- 
edge of the hepatitis B viral antigens and 
of their possible role in PAC is 
discussed. 

(Arch Dermatol 114:1530-1 532, 1978) 


he Gianotti-Crosti syndrome, or 

papular acrodermatitis of child- 
hood (PAC), was first described in 
1955 as a self-limiting illness that was 
associated with generalized lympha- 
denopathy and a mild hepatitis-like 
syndrome.' In 1970, DeGaspari et al 
noted the presence of Australia anti- 
gen, now known as the hepatitis B 
surface antigen (HB, Ag), in the sera 
of two children with PAC.* One was a 
2-year-old boy with hepatosplenomeg- 
aly and increased serum transaminase 
values whose liver biopsy findings 
were interpreted as chronic active 
hepatitis. The other was a 4-year-old 
girl with the typical papular skin 
eruption and positive HB,Ag, but 
without physical or biochemical evi- 
dence of liver disease. Recently, 
Gianotti described 39 children with 
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PAC and positive HB,Ag in their 
blood. Interestingly, three of the 
mothers were found to be HB, Ag posi- 
tive during the children’s eruptive 
phase, and three other mothers, whose 
offspring had had the disease several 
years earlier, were also found to have 
circulating HB,Ag. It was postulated 
that PAC may represent the primary 
infection of type B hepatitis that may 
have been modified in some manner 
because the infection was acquired 
through the skin or mucous mem- 
brane. A particular subtype of HB, Ag, 
namely "ayw," may influence the 
appearance of PAC. Two recent 
reports have shown that a majority of 
patients with infantile PAC who were 
HB,Ag positive were of the subtype 
“ayw. 6-7 

The association of an evanescent 
papular dermatitis, subclinical anic- 
teric hepatitis B virus (HBV) infec- 
tion, and the presence of the hepatitis 
e antigen (HB.Ag) during the early 
phase of illness is reported here. 


REPORT OF A CASE 


A 2-year-and-2-month-old boy was seen 
at the Dermatology Clinic at Childrens 
Hospital of Los Angeles for evaluation of a 
papular eruption that had been present for 
ten days. After an antecedent upper respi- 
ratory infection, papules developed on the 
lower extremities, spreading within a few 
days to the upper extremities, face, and 
trunk before disappearing 22 days after its 
onset. There was no associated fever, 
anorexia, or general malaise. Calamine 
lotion was applied topically for mild pruri- 
tus, and no other medications were used. 

Physical examination demonstrated an 
anicteric, healthy-appearing boy with a 
symmetrical monomorphic papular skin 


eruption over the extremities, face, and 
trunk (Fig 1). The eruption was most prom- 
inent over the lower extremities and face. 
Individual lesions consisted of discrete, 
flat-topped, flesh-colored papules, 2 to 5 
mm in diameter. Mucous membranes, 
palms, and soles were spared. Generalized 
lymphadenopathy was noted and was most 
prominent in the cervical region. Abdomi- 
nal examination showed an enlarged, 
nontender liver whose edge was palpated 2 
fingerbreadths below the right costal 
margin. The skin eruption and lymphade- 
nopathy resolved within three weeks. 

Laboratory tests disclosed an SGOT 
value of 334 units; SGPT value, 664 units; 
bilirubin concentration, 1.0 mg/dl; and the 
HB.Ag was positive. HB.Ag was also 
detected at this time. The SGOT level rose 
to 768 units approximately one month after 
the onset of the rash, and the HB,Ag was 
now undetectable. Thereafter, the serum 
transaminases gradually returned to nor- 
mal levels, and the reaction for HB,Ag 
became negative. The patient fully recov- 
ered and antibody to the HB, Ag (anti-HB,) 
appeared two months later. The patient's 
mother and four cousins who were living in 
the same house were tested for HB, Ag and 
all were found to be HB,Ag negative. 

Histologic examination of one of the 
papules from the buttocks was consistent 
with the findings of PAC.’ On hematoxy- 
lin-eosin staining, the stratum corneum 
showed orthokeratosis with scattered areas 
of parakeratosis. Mild acanthosis, spongio- 
sis, and intraepidermal edema were noted. 
The most prominent histological finding, 
however, was the perivascular infiltrate 
that was seen in the reticular and papillary 
dermis. This infiltrate was composed large- 
ly of round cells and, despite the lenticular 
clinical appearance, was not arranged in a 
lichenoid pattern (Fig 2). 

Histochemical staining of the skin biop- 
sy sections for HB,Ag and hepatitis B core 
antigen (HB.Ag) was performed using 
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Fig 1.—Discrete papules of papular acrodermatitis. 


horseradish peroxidase-labeled anti-HB, 
and antibody to HB.Ag (anti-HB.).* By this 
technique, neither HB, Ag nor HB. Ag were 
detected in the skin. 


COMMENT 

Cutaneous lesions are seen during 
the prodromal period of the acute 
forms of viral hepatitis, types B and 
non-B.* Urticarial, generalized macu- 
lopapular, as well as diffuse macular 
lesions have been described. The rash 
is often associated with arthritis or 
arthralgia, and appears prior to the 
onset of clinical jaundice. Because of 
its similarity to acute serum sickness, 
the rash and arthritis have been 
ascribed to viral antigen-antibody 
complexes. In the case of acute type B 
hepatitis, the immune complexes are 
thought to be composed of HB,Ag/ 
anti-HB,.'^" Papular acrodermatitis 
associated with HBV infection has 
only been described in children. As 
described by Gianotti, this disease is 
characterized by uniform lichenoid, 
erythematous papules that are sym- 
metrically spread over the face, but- 
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toxylin-eosin, original magnification x 400). 


tocks, and limbs. While the tunk is 
usually spared, a transient rash may 
be seen early in the course of illness, 
and this was noted in the patient 
described here. The eruption is usually 
fully developed within a few days and 
resolves by 15 to 20 days after its 
appearance. The mucous membranes 
are usually spared. Gianotti further 
stated that infants tended to have the 
larger 5 to 10 mm papules, while older 
children had the smaller 1 to 2 mm 
papules. Occasionally, the lesions are 
confluent or purpuric. Although gen- 
eralized lymphadenopathy was noted 
in our patient, he did not have the 
prominent axilary or inguinal en- 
largement as previously reported in 
other infants? Gianotti postulated 
that PAC represents a primary infec- 
tion by the HBV that is acquired 
through skin and mucous membranes, 
and unlike adult acute hepatitis, the 
disease in children is usually anicteric 
and there is complete recovery." 
However, DeGaspari et al reported 
PAC in ene child with Australia anti- 
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gen (HB,Ag)-positive chronie acute 
hepatitis and in another child with no 
evidence of liver disease who was 
HB.,Ag positive.‘ Also, a recent report 
by Columbo and co-workers showed 
that two of 16 children with HB,Ag- 
positive PAC progressed to chronic 
active hepatitis, and three other chil- 
dren without apparent disease re- 
mained persistently HB,Ag positive. 
Thus, the spectrum of HBV diseases 
associated with PAC has not been 
completely resolved. 

There are three major antigen-anti- 
body systems that have been asso- 
ciated with the HBV. These are (1) 
HB,Ag:anti-HB,, (2) HB.Ag:anti-HB,, 
and (3) HB,Ag:anti-HB.,. 

The HB,Ag (previously designated 
as Australia antigen and hepatitis 
associated antigen) is composed of 
three morphologic types.'? The first is 
the 42 nm Dane particle that has an 
outer coating and an inner core and is 
considered to be the complete virion. 
The second is a tubular form of vari- 
able length and is 22 nm in diameter. 
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sent excess surface coat material 
produced by the hepatocytes. All three 
forms are antigenically identical. The 


antibody, anti-HB,, is considered to 


be protective against infection by 
the HBV. As mentioned above, 
| complexes are 
- thought to play a role in the pathogen- 
esis of the rash and arthritis during 


the prodromal period in adults with | 


acute type B hepatitis. HB, Ag is the 
core antigen located within the Dane 
particle. It consists of a circular 
‘double-stranded viral DNA and an 
 HBV.specifie DNA polymerase en- 
zyme.“ Anti-HB. is found in virtually 
al individuals who have recovered 
from acute type B hepatitis and also 
in HB,Ag carriers and in chronic 
active type B hepatitis patients." 
Anti-HB. was reported to be present 
in all infants with HB,Ag posi- 
tive PAC.’ Immune complexes of 
 .HB,Ag:anti-HB, have not been stud- 
ded. 

>. The third antigen associated with 
the HBV is the HB, Ag. This antigen 
was first described by Magnius and 
Espmark' and is immunologically 


. l Gianotti F: Rilivi di una particolare casistica 
tossin fettiva caratterizzata de eruzione eritema- 


to infiltrativa desquamativa a focolai, lenticolari, - 


.a sede electtiva acroesposta. G Ital Dermatol 

96:678-697, 1955. 

2. Crosti A, Gianotti F: Dermatose eruptive 
acro-situee d'origine probablement virosique. 
Dermotologica 115:671-677, 1957. 

3. Crosti A, Gianotti F: Weitere Beobacktung- 
en über die eruptive papulose infantile Akroder- 
matose. Arch Klin Exp Dermatol 213:858-868, 
1961, 

4. DeGaspari G, Bardare M, Costantino D: Au 
antigen in Crosti-Gianotti aerodermatitis. Lan- 
eet 1:1116-1117, 1970. 

,&. Gianotti F: Papular acrodermatitis of child- 
hood. Arch Dis Child 48:794-799, 1973. 

_ 6. Ishimaru Y, Ishimaru H, Toda G, et al: An 
epidemic of infantile papular acrodermatitis 
(Gianotti's disease) in Japan associated with 
chepatitis-B surface antigen subtype ayw. Lancet 
1101-709, 1976. 
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_ ous, are the 22 nm particles that repre- 
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present early in the course of acu 
type B hepatitis for a short period and 
also is found in some HB,Ag carriers 





and chronic active type B hepatitis 


patients. Recent studies have shown 
that there is a correlation between 
HB.Ag, Dane partieles, and high DNA 
polymerase activity." Therefore, the 
HB.Ag may be a marker for viral 
infectivity. However, a sensitive sero- 
logie test for HB. Ag and anti-HB, is 


hot yet available and further studies 


will be needed to determine the role of 
this antigen-antibody system in the 
pathogenesis of HBV infection. The 


patient presented here with acute 


anicteric hepatitis B was transiently 
HB.Ag positive when he was first 
seen at Childrens Hospital of Los 
Angeles. The HB.Ag was undetect- 
able during the child's second visit 
when the SGOT level rose to 768 units. 
This is in accordance with a study in 
adults with acute hepatitis B by Lam 
and colleagues who showed that most 


HB.Ag positive patients became 


HB.Ag negative prior to the peak of 
serum transaminase  elevations.'* 
Since our patient completely recov- 
ered from acute hepatitis B, the 
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HB.Ag in the skin biopsy sample by 
the direct immunoperoxidase staining 
method. This confirms another report 
in which HB,Ag was not demon- 
strated in skin lesions from patients 


with HB,Ag positive PAC. In addi- 


tion, histologic examination of the 


. involved skin in our patient did not 
. Show the typical lesion of immune 


complex vaseulitis. Therefore, there is 
no evidence at the present time to 
implieate immune complexes as the 


cause of PAC. Further immunologic 


and histologie studies are needed to 
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presence of HB,Ag early in the course , - 
of illness was not of value for predict- 








Metastasizing Atypical Fibrox 





Coexistence With Chronie Lymphocytic Leukemia 


John D. Kemp, MD; Kurt S. Stenn, MD; Marvin Arons, MD; James Fischer, MD 


® Atypical! fibroxanthoma (AFX) is one 


of a group of cutaneous lesions with a- 


malignant histological appearance but a 


generaily benign clinical course. A 79- 
year-old white man had AFX of the cheek R 
that recurred and metastasized to buccal 


and cervical lymph nodes three months 


after initial diagnosis. When careful phys- 


ical and laboratory examinations were 
done, the patient was found to have 
concomitant chronic lymphatic leukemia, 
“null cell" type. In view of the low inci- 
dence of metastasizing AFX and the 


increased occurrence of tumors in pa- | 


tients with lymphomatous disorders, an 
important association is suggested. Be- 
fore establishing the prognosis for pa- 
tients with pseudomalignancies of the 
skin, an evaluation of their general health 
and immunological status should be 
made. 
(Arch Dermatol 114:1533-1535, 1978) 


group of skin lesions are recog- 
nized that show malignant histo- 
pis features but, paradoxically, a 


benign clinical course. Recently, these - 


lesions have been reviewed and 
referred to as "pseudomalignancies. a 


Like the other entities in this group of 
fibroxanthoma 


diseases, atypical 
(AFX) shows alarmingly malignant 
histologic and cytologic features but 
rarely, if ever, invades deeply or 
metastasizes. Reported here is a case 
of AFX, which metastasized, and 
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which arose in the sun-damaged facial 


skin of an elderly man. Careful subse- 


quent studies revealed that the pa- 
tient also had “null cell” chronic 


lymphatic leukemia (CLL). Following 
partial tumor resection, local recur- 


rence was treated successfully with 
radiotherapy. 


REPORT OF A CASE 


A 79-year-old white man originally had a 
2-em, hard, dark-red nodule of the right 
cheek in February 1977, The lesion was 
locally excised and diagnosed histological- 
ly, using standard histological techniques,’ 
as AFX (Fig 1). In April 1977, a local 
recurrence developed in the patient, with 


ulceration and right unilateral parotid, 


buecal, and cervical lymphadenopathy. The 


palpable nodes varied in size from 1 to 5 


em. Surgical excision and biopsy of the 


lymph node were performed. 


Tissue examination revealed a recur- 


rence of the AFX at the original biopsy site 


and metastatie dissemination of AFX to all 
lymph nodes taken (Fig 1). The histologie 


appearance of the tumor in the skin and 


lymph nodes was identieal to that of the 
initial biopsy specimen (Fig 1). The biopsy 


speeimen showed a cireumscribed dermal 


tumor underlying a focally ulcerated 


- epidermis, The tumor was made of spindle- 
shaped and histiocytic cell types with 


atypically nucleated and multinucleated 
forms. Mitotic figures were easily found. 
Melanin stains were negative. Fat stains of 
fresh-frozen sections showed focal small 
cytoplasmic droplets. 

With established techniques; electron 
microscopy of the tumor tissue was 
performed (Fig 2). The micrographs 
showed large histiocytic xanthoma-like 
cells with numerous lipid droplet inclusions 
and fibroblastic cells with large serpentine 
nuclei and abundant granular endoplasmic 
reticulum. Extracellular spaces were filled 
with collagen and amorphous material. 
Desmosomes, tonofilaments, and melanos- 
omes were not identified in any sections 
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anthoma 


studied. The metastatic tumor in the 
excised lymph nodes (Fig 1, bottom right) 
showed histologic and cytologic features | 


identical to that of the primary tumor, In. 
addition, a monomorphous assay of small 
| lymphocytes existed adjacent to the tumor. 


À surprising finding was that the lymph T 


node architecture (Fig 1, bottom left) was . 


diffusely effaced by small mature lympho- | 
cytes. A lymphoproliferative disorder was | 
therefore suspected. | 

The diagnosis of CLL was made because 


of the following findings: (1) a peripheral 
WBC count of 20,000/cu mm, with 80% | 
 ]ymphocytes, small-cell type, and (2) a - 


diffuse infiltration of the iliac bone © 


marrow by small lymphocytes. 


Immunologie studies revealed that the 
peripheral blood lymphocytes showed a — 
reduced pereentage of rosette-forming | 
cells, T cells (patient value, 21%, control - 
range, 50% to 75%), and a normal percent- - 
age of cells fluorescing after exposure to a . 
polyvalent anti-immunoglobulin antisera, 
B cells (patient value, 24%, control range, . 
11%. to 28%). Since 55% of this patient's - 
lymphocytes were in the null cell eategory _ 


(the peripheral lymphocyte count of normal - 
patients reveals a population of 15% to 20% | 


null cells), it was inferred that the neoplas- — 
tic population was contained therein. - 


Therefore, the diagnosis of null cell CLL 


was made. The results of serum protein - 
electrophoresis and immunoelectrophoresis 


were normal. Skin tests were positive for- 


intermediate strength PPD and interme- . 


diate strength Candida, but negative for - 


mumps antigen. 
TREATMENT 


Although the recent surgical literature 
contains case reports, there is no estab- ` 
lished treatment for locally recurrent, 
metastasizing, AFX. In our patient, a. 
modified neck dissection was performed to 
establish the definitive diagnosis and. 
extent of involvement. Since tumor was 
found in lymph nodes, the patient was 
scheduled for radiation therapy to the 
primary site and the regional cervical 
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Fig 1.—Top left, Initial excision (hematoxylin-eosin, x 20). Top 
right, Higher power view of initial excision (hematoxylin-eosin, 
X 1,250). Bottom left, Lymph node at time of second excision 
(hematoxylin-eosin, x 200). Bottom right, Lymph node containing 
metastatic tumor (hematoxylin-eosin, x 500). 
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Fig 2.—Electron micrographs of tumor tissue. 
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growth 


* nodes. Notably, from the time of the last 
exeision and the onset of radiotherapy, a 
second loeal cutaneous recurrence, approxi- 
mately 1.5 em in diameter, developed in the 
right cheek skin, indicating the rapid 


of this tumor. The cheek and neck 
were treated with approximately 4,500 
rads, and the reeurrent nodule was treated 
with approximately 6,000 rads on the frac- 
tionation sehedule of 200 rads/day, five 
days a week. The nodule eompletely disap- 
peared, and at five-months posttherapy, 
the patient had no further recurrence. 


COMMENT 


The first description of AFX of the - 
skin is generally ascribed to Helwig,’ - 
though the tumor was probably recog- 
nized before this time.’ Subsequently, 
~~ more than 250 cases have been 
<= described. Typically, | 
— arises in the sun-damaged skin of the 

head or neck of an elderly white 
patient as a nontender, often uleer- - 


ated nodule. Clinically, the lesions are- 
often diagnosed as ulcerated basal cell ' 
epitheliomas or squamous cell careino- 


mas. Histologically, the tumor is well 


circumscribed and, where not ulcer- ^. 
ated, it is separated from the epider- . 


mis by a narrow, collagen band. The 


predominate cell is spindle shaped, a 
|. though many large atypical histiocytic 

--eells and giant cells are present. 
. . Mitotic figures may be common. The 
histology may be confused with a. 
group of malignant tumors, such as. 
various sarcomas, pleomorphic epider- : 
tion (59) of patients fulfilling the may der 

; this ty pe has been rendered. 


mal carcinoma, and amelanotie mela- 
noma. Although no one feature 
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the tumor. a 


year-old white - 
received radiation to the face. 
^ In view of the coexistence of null. 
“gell CLL and metastasizing AFX, one 
is forced to consider the possibility 
that there may be a problem with 
host-tumor interactions. Most cases of « 
CLL are believed to represent the ^ pot 
neoplastic expansion of B cells. Usual- T 
ly these cells bear surface immuno- im 
.globulins (Igs) that are detectable by 


exeludes isis possibilities, an impor- 
tant element of the AFX is its “poly- 
phasic" cytology compared with the 
“monophasic” (monomorphic) picture 
of the malignant conditions. In the 
case reported here, the histology and 
electron microscopy support the diag- 
nosis of AFX. 
In most clinical studies of this 


tumor, the growth has been observed 


to be self-contained. In fact, even 
when primary excision was considered 


incomplete, recurrence was not ob- 7 
served; but when recurrence did 
occur, reexcision'? or radiotherapy'*- 
was. curative. Metastasis of AFX is. 
very unusual; however, it may have - 
_ occurred on two previous instances, . 
Fretzin and Helwig* noted, but did not 
describe, a case where intravascular B 
- invasion was. seen histologically, and 
. metastasis allegedly. oceurred. Jacobs 
etal” described a metastasizing AFX 
‘that. occurred on. the nose of a 28- .. 
who had 


woman 


immunofluorescence.^ A small frac- 


clinical and pathologie criteria for the 
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diagnosis of. CLL have leukemic cells 
which do not have detectable surfac 
Igs or which lose surface Igs wit 
progression of the disease? Our 
patient seems to meet the criteria for. 
the diagnosis of the null cell CLL. 
Immunologic defects associated with 
CLL have most often been detected as 
(1) decreased immunoglobulin levels, 
and (2) higher incidence of malignan- 
cies, lymphoreticular as well as carci- 


. nomas and sarcomas.” 


It is likely on clinical grounds that 
the onset of leukemia preceded the 


- occurrence of the AFX in our patient, 

although such documentation is not 

available. The fact that this patient's 
AFX manifested an unusual clinical .- 
course that resulted in metastases 
suggests that the patient had a 
partially defective “immunologic sur- 
veillanee" mechanism; indeed, there 
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diflorasone diacetate 005% 


A NEW HIGH-POTENCY TOPICAL STEROID 
IN SATURATED SOLUTION'—NOT A SUSPENSION— 
FOR ENHANCED PENETRATION TO THE LESION 
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Effective in psoriasis and eczematous dermatoses 
Both Florone Ointment and Florone Cream have been 
extensively studied at varying daily dosage applications and 
have been shown equieffective to other topical corticoste- 
roids in psoriasis and most eczematous dermatoses includ- 
ing atopic dermatitis, neurodermatitis, contact dermatitis, 
nummular dermatitis, and seborrhea. 


Why steroid-responsive dermatoses 

respond to Florone 

The intrinsic anti-inflammatory potency of Florone, a new 
fluorinated steroid, is unsurpassed by any topical cortico- 
steroid now available. Penetration of this potent and lipo- 
philic steroid to the lesion is enhanced because the Florone 
delivery systems have been optimized. 


Free of parabens 
Both Florone Ointment and Florone Cream formulations are 
free of potentially sensitizing parabens. 

Systemic absorption is normally not a clinical problem. If 
extensive areas are to be treated, precautions should be 
taken, since increased systemic absorption may occur. 


Florone Ointment: 15 and 30 gram tubes 
A highly lubricating formulation recommended for dry 
and scaly lesions. 


Florone Cream: 15 and 30 gram tubes 
Recommended for moist lesions or moist body areas. 


*The clinical significance of topical steroid formulations 
in saturated solutions has not been ascertained. 


Please see next page for brief summary 
of prescribing information. 


Optimized Florone © 
vehicles enhance steroid 
penetration to the lesion 
Both Florone Ointment and 
Florone Cream vehicles are 
optimized; that is, Florone 
is present not only as a 
solution but as a 

M saturated solution. 












The nature ot the solvents 
in both Florone 
formulations, and the fact 
that Florone is available 
in saturated solutions—— 





(a) eliminates the 
penetration barrier of 
dissolving drug in the 
vehicle 






(b) enhances the release 
of Florone from the vehicle 
to the skin 





(c) enhances the rate 
of diffusion of Florone into 
the skin 
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a dosage choice 
for common 
steroid-responsive 
dermatoses 


NEW : 
Florone OINTMENT 
® 
| S CREAM 
diflorasone diacetate 005% 


Indications 
Topically as adjunctive therapy for inflammation in 
steroid-responsive dermatoses. 


Contraindications 
Contraindicated in vaccinia, varicella, and those patients 
with hypersensitivity to any of the components. 


Precautions 

If irritation develops, discontinue and treat appropriately. If 
infection is present, use with appropriate therapy or 
withhold steroid until infection is controlled. If extensive 
areas are treated, take precautions against systemic 
absorption. Do not use extensively, in large amounts, or 
for prolonged periods in pregnant women. Not for oph- 
thalmic use. 


Occlusive dressing increases percutaneous absorption; 
extensive use may cause systemic effects. If large areas 
are treated, use sequentially and observe patient closely. 
May cause steroid withdrawal. Discontinue if body tem- 
perature rises, sensitivity reaction or infection develops. 


Adverse Reactions 

Burning, itching, irritation, striae, skin atrophy, secondary 
infection, ‘dryness, folliculitis, hypertrichosis, acneform 
eruptions, and hypopigmentation. With occlusive dress- 
ings: maceration of the skin, secondary infection, skin 
atrophy, striae, and miliaria. 


Dosage and Administration 
Ointment: Apply one to three times daily. 
Cream: Apply two to four times daily. 


How Supplied 

Ointment or Cream 0.05% in 15 and 30 gm tubes. 
CAUTION: Federal law prohibits dispensing without pre- 
scription. 
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This compilation of articles and memoranda is geared to 
further your understanding of your role in regard to: your 
nursing home patients; their families; and the nursing home 
staff. Published by the American Medical Association, The 
Medical Director in the Long-Term Care Facility is the 
only book of its kind. 


The Table of Contents includes: 


* Doctor's Role in the Nursing Home 

* Medical Direction in Long-Term Care Facilities 

* Role Relationships of the Medical Director 

e The Role of the Physician in Long-Term Care 
Facilities—The Administrator's Viewpoint 

e Federal Regulations and Proposed Duties for the 
Medical Director in the Skilled Nursing Facility 

e The Nursing Home’s Medical Director— 
A New Breed of Mentor 


The Medical Director in the Long-Term Care Facility 
should help you to meet the nursing home problems which 
you encounter. Use the coupon to order this valuable 
compendium today. 


$3.50 


! Order Dept/OP-22 

! — American Medical Association 

! 535 N. Dearborn/Chicago, IL 60610 
I 

Please send copy(ies) of THE MEDICAL DIREC- 
i TOR IN THE LONG-TERM CARE FACILIT Y. OP-22, at 
| — $3.50 each. Enclosed is $ — —- , payable to the 
| AMA. 
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Effects of Test Products on Dandruff Condition 








x Shoulders 
proved as effective 
as leading Rx 

ET e. 
shampoo in dandruff 
control 
Results of a double-blind clinical study, 
graphically shown at the left, demonstrated 
that Head & Shoulders is as effective in 
reducing the severity of dandruff as the most 
commonly prescribed prescription product. 
The test products were Head & Shoulders, 
a 2.5 per cent Selenium Sulfide Suspension, 


and a placebo (Head & Shoulders without 
its active ingredient). 
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Cosmetically pleasing, 
easy to use 


w Leaves hair clean, manageable, and 
attractive. 


a Requires no change in normal shampooing 
techniques to achieve therapeutic effect — 


ve 


need not be left on scalp for a specified time. 


a Gentle enough to be used every time your 
patient shampoos. 
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Head & 2.5% Selenium Placebo 





Shoulders Sulfide (Head & Shoulders 
Suspension without Active 
Ingredient) 


|. Pharm. Sci. 58:1279 (Oct. ) 1969. 
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Shoulders 


Active Ingredient Zinc Pyrithione 
suspended in an Anionic Detergent 
System 


COMPOSITION: 

Lotion: Zinc Pyrithione in a shampoo 
base of Water; Tea-Lauryl Sulfate: 
Cocamide MEA; Triethanolamine: 
Magnesium Aluminum Silicate: 
Hydroxypropyl Methylcellulose; 
Fragrance; FD&C Green £3; and D&C 
Green #5. 


Cream: Zinc Pyrithione in a Shampoo 
base of Water; Sodium Cocoglyceryl 
Ether Sulfonate; Sodium Chloride; 
Sodium Lauroyl Sarcosinate; Cocamide 
DEA; Cocoyl Sarcosine; Fragrance; FD&C 
Green #3; and D&C Green #5. 


INDICATIONS: 


Treatment of dandruff and seborrheic 
dermatitis of the scalp. 


PRECAUTION: 

Not to be taken internally. Keep out of 
childrens reach. Avoid getting shampoo 
in eyes — if this happens, rinse eyes 
thoroughly with water. 


DOSAGE: 

Use at least twice a week initially for two 
weeks, and ad libitum thereafter. A 
minimum of four shampooings are 
recommended before full antiseborrheic 
effectiveness should be expected. Testing 
shows that Head & Shoulders is safe and 
gentle enough to use for every shampoo. 


SUPPLIED: 

Lotion form available in 3.6 fl. oz., 
6.5 fl. oz., 11.0 fl. oz., 15.0 fl. oz. 
Cream form available in 2.4 oz. and 


5.0 oz. jars or 1.7.0z., 4.3 oz., and 7.0 oz. 
tubes. 
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SYNALAR” 
(fluocinolone acetonide) 
CREAM 0.025%, 0.01% 
OINTMENT 0.025% 
SOLUTION 0.01% 
SYNEMOL® Cream 0.025% 
SYNALAR-HP*Cream 0.2% 


Description Synalar® Synemol* and Synalar-HP® contain 
the steroid fluocinolone acetonide. Their chemical name is 
6a, 9a-difluoro-16a- hydroxyprednisolone-16, 17-acetonide. 


Synalar cream contains fluocinolone acetonide 0.25 mg./g. 
or 0.1 mg./g. in a water-washable aqueous base of stearic 
acid, propylene glycol, sorbitan monostearate and 
monooleate, polysorbate 60, purified water and citric acid 
with methylparaben and propylparaben as preservatives. 


Synalar ointment contains fluocinolone acetonide 0.25 
mg./g. in a white petrolatum U.S.P. vehicle. 


Synalar solution contains fluocinolone acetonide 0.1 mg. /ml. 
in a water-washable base of propylene glycol with citric acid. 


Synemol cream contains fluocinolone acetonide 0.25 
mg./g. in a water-washable aqueous emollient base of 
stearyl alcohol, cetyl alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, purified water and 
citric acid. 


Synalar-HP cream contains fluocinolone acetonide 2 mg./g. 
in a water-washable aqueous base of stearyl alchol, cetyl 
alcohol, mineral oil, propylene glycol, sorbitan 
monostearate, polysorbate 60, purified water and citric acid 
with methylparaben and propylparaben as preservatives. 


Indications Inflammatory manifestations of corticosteroid- 
responsive dermatoses. 


Contraindications Topical steroids are contraindicated in 
patients with a history of hypersensitivity to any of the 
components of the preparation. 


Synalar-HP* (fluocinolone acetonide) 0.2% cream should not 
be used on infants up to two years of age. 


Precautions If irritation develops, discontinue the product 
and institute appropriate therapy. 


In presence of an infection institute use of an appropriate 
antifungal or antibacterial agent. If a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled. 


If extensive areas are treated or if occlusive technique is 
used, there will be increased systemic absorption of the 

corticosteroid and suitable precautions should be taken, 
particularly in children and infants. 


The safety of topical steroids in pregnant women has 

not absolutely been established. In laboratory animals, 
increases in incidences of fetal abnormalities have been 
associated with exposure of gestating females to topical 
corticosteroids, in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used extensively 
on pregnant patients, in large amounts or for prolonged 
periods of time. 


These products are not for ophthalmic use. 


Synalar-HP cream should not be used for prolonged periods 
and the quantity per day should not exceed 2 g. 
of formulated material. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform eruptions, 
hypopigmentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary infection, 
skin atrophy, striae, miliaria. 


How Supplied 

Synalar® (fluocinolone acetonide) 
Cream 0.025% —15 and 60g. tubes and 120 and 425g. jars. 
Cream 0.01% —15, 45 and 60g. tubes and 120 and 425g. jars. 
Ointment 0.025% —15 and 60g. tubes and 425g. jars. 
Solution 0.01% —20 and 60cc. plastic squeeze bottles. 


Synemol® (fluocinolone acetonide) 
Cream 0.025% —15 and 60g. tubes. 

Synalar-HP® (fluocinolone acetonide) 
Cream 0.2% —12g. tubes. 
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Eruptive Xanthomas Associated With 
Intravenous Miconazole Therapy 


Ronald J. Barr, MD; Wayne H. Fujita, MD: James H. Graham, MD 


M'lttiple eruptive xanthomas devel- 

oped in a 69-year-old man with 
disseminated coccidioidomycosis who 
was being treated with intravenous 
(IV) miconazole. These lesions rapidly 
cleared when therapy was stopped. 
Although the carrier solution in 
parenteral miconazole has been asso- 
ciated with serum lipoprotein abnor- 
malities, including a prominent hyper- 
triglyceridemia, cutaneous manifesta- 
tions have not been previously 
described. 


Report of a Case 


In February 1977, a 69-year-old man 
with a two-year history of chronic dissemi- 
nated coccidioidomyeosis was admitted. 
Physical examination at the time showed 
no skin lesions. Important laboratory find- 
ings included several mildly elevated fast- 
ing blood sugars, which ranged from 100 to 
150 mg/dl (normal, 58 to 100 mg/dl) and 


were compatible with a past medical histo- . 


ry of adult-onset diabetes that was well 
controlled with diet alone. Cultures from 
bone marrow and sputum were positive for 
Coccidioides immitis. Amphotericin B 
therapy was instituted, but was stopped 
because of renal and bone-marrow toxicity. 
In August 1977, IV miconazole, 200 mg 
increasing to 800 mg every eight hours, 
was given after informed consent was 
obtained. One month later the patient 
came to the dermatology clinic for a prurit- 
ie rash. Dermatological examination re- 
vealed multiple 2- to 5-mm flesh-colored 
papules on the upper portion of the back. A 
punch biopsy was performed. Three weeks 
later miconazole treatment was discontin- 
ued because the patient refused further 
therapy. During treatment serum choles- 
terol levels fluctuated between 128 and 271 
i ss RR 
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mg/dl (normal, 180 to 250 mg/dl). Although 
previously requested, triglyceride levels 
were not obtained until one week after 
therapy, and they were normal. One month 
after discontinuation of therapy, the cuta- 
neous lesions had completely resolved. 


Findings 


The sections exhibited the features 
of an eruptive xanthoma (Figure). 
The epidermis showed focal hyperker- 
atosis, parakeratosis, and mild acan- 
thosis. Within all levels of the dermis 
there was a diffuse infiltrate that 
consisted of foamy histiocytes, xan- 
thoma cells, oceasional multinucleated 
cells, and prominent superimposed 
foci of lymphocytes and neutrophils. 
No fungal elements were identified in 
the sections available for study. 


Comment 
Reversible hyperlipidemia asso- 
ciated with parenteral miconazole 
therapy has been well documented in 


Eruptive xanthoma with characteristic foam 


lymphocytes (hematoxylin-eosin, x 200). 


recent literature." Sung and Gren- 
dahl* reported moderate to prominent 
inereases in serum triglyceride levels, 
with or without elevations in choles- 
terol levels, in most of their 15 cases 
treated with miconazole. 

Results of lipoprotein studies by 
Bagnarello et al' have shown that the 
hyperlipidemia is associated with an 
unusual lipoprotein fraction that con- 
sists of a y.-globulin and an a,-lipopro- 
tein. Results of in vitro studies on 
human serum showed that the carrier 
solution, polyethoxylated castor oil 
(Cremophor EL), was the causative 
agent. Additional side effects that are 
probably attributable to polyethoxy- 
lated castor oil include erythrocyte 
aggregation, microcytic anemia, tran- 
sient alteration of the platelet count, 
and pruritus.’ 

Although serum triglyceride levels 
were not drawn in our case during the 
course of therapy, the development of 


y histiocytes, and superimposed sprinkling of 
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eruptive xanthomas implies a neces- 
sary elevation of the serum triglyce- 
ride value. The normal cholesterol 
level during treatment and a normal 
trigdyceride level one week after 
eessation are consistent with the 
previous literature. It is of interest 
that the patient had mild adult-onset 
diabetes. Eruptive xanthomas are 
known to occur in this condition, but 
usually in uncontrolled diabeties with 
gross lipoprotein abnormalities. The 
possibility that the eruptive xantho- 
mas were coincidental is unlikely since 
they oceurred only during therapy and 
resolved after cessation of therapy. It 
does seem more probable that the 


patient's diabetes increased his pro- 
pensity for their development. The 
faet that lipoprotein abnormalities 
induced by the carrier solution in 
parenteral miconazole are not dose 
related? also suggests that additional 
individual factors may be of impor- 
tance. 

Although parenteral miconazole is 
still an investigative drug, its efficacy 
in selected patients with systemie 
mycoses appears to be promising. If 
eutaneous lesions develop in patients 
treated with parenteral miconazole in 
polyethoxylated castor oil the possi- 
bility of eruptive xanthomas should be 
considered. 


Urticaria and Polymyositis | 


Jeffrey P. Callen, MD, Howard V. Dubin, MD 


U rticaria is rarely a manifestation 
^ of internal disorders. It has 


been reported in association with 


dermatomyositis once previously. 
However, Braverman thought that 
the incidence of urticaria is not 
greater in cases of dermatomyositis or 
polymyositis than is to be expected in 
the general population.' We report a 
ease of polymyositis that occurred 
with urtiearial vasculitis with each 
exacerbation. 


Report of a Case 


A 29-year old woman was first admitted 
to the University of Michigan Medical 
Center in 1971 for evaluation of urticaria 
and migratory muscular aching. She had an 
ll-year history of insulin-dependent dia- 
betes mellitus. Two months prior to admis- 
sion she began experiencing transient 
hives, which lasted four to eight hours. She 
reported that a slight bluish discoloration 
followed the disappearance of the lesion. 
The lesions occurred more frequently on 
the legs. After the onset of the urticaria, 
she began to note progressive muscle 
aching and to have trouble squatting. She 
denied having Raynaud’s phenomenon, 
arthralgias or arthritis, dysphagia, dysp- 
nea, photosensitivity or any other rash. A 
skin and muscle biopsy hac been per- 
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formed by her local physician, and she 
was treated with a short course of cortico- 
steroids. Her medication included insulin 
zine suspension (Lente insulin) and a 
propoxyphene combination (Darvon com- 
pound 65) The remainder of her history 
was unrevealing. 

Results of physieal examination were 
normal, with the following exceptions: urti- 
carial lesions were present around the 
knees; areas typical of necrobiosis lipoidica 
diabeticorum were present on the anterior 
shins; ealf muscles and triceps were slight- 
ly tender to palpation; and minimal weak- 
ness was noted in proximal muscle groups 
of both the upper and lower extremities. 

The erythrocyte sedimentation rate was 
31 (normal, « 20). Muscle enzyme levels 
were as follows: SGOT, 149 units (normal, 
< 100 units); and aldolases, 31 units 
(normal, « 10 units). Complete blood cell 
and platelet counts, prothrombin time, 
urinalysis, and serum protein electrophore- 
sis all showed normal findings. Antinuclear 
and rheumatoid factors were not found. A 
chest x-ray film, upper gastrointestinal 
x-ray film, and barium enema all showed 
normal findings. A muscle biopsy was 
performed and showed myopathie changes 
that were consistent with polymyositis. 
Electromyography was not performed. The 
findings from the skin biopsy performed 
by her local physician were reviewed, and 
they revealed leukocytoclasis and fibrinoid 
neerosis of the superficial venules that are 
consistent with necrotizing angiitis. 

The patient was begun on a regimen of 
methotrexate, instead of corticosteroids, 
because of her severe diabetes, However, 
because of progressive weakness and 
continued urticaria, she was switched to a 
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regimen of prednisone, 10 mg four times — 


per day. The urticarial lesions resolved, and 
her symptoms of muscle aching and weak- .. 


ness progressively improved. Her muscle _ 
enzyme level returned toward normal ` 
After her hospitalization, the prednisone — 
therapy was tapered and finally diseontin- - 
ued. 

In August 1975, she again began to - 
experience urticarial lesions. Six weeks - 
later, she again began to note muscle - 
aching and easy fatigability. On admission — 


she had urtiearial lesions on her trunk. : 


There was no demonstrable weakness or . 
muscular tenderness. Creatine phosphokin- ` 
ase level was 813 units (normal, < 100 . 
units), and the aldolase level was 12 units. - 
The antinuclear and rheumatoid factors, . 
total hemolytic complement level (CH,,), : 
and anti-DNA titer were all normal. She . 
was again treated with prednisone, with © 


resolution of the urticaria and muscular ` 


symptoms. The enzyme level returned to | 
normal seven days after the initiation of 
therapy. She has remained free of skin 
lesions and museular symptoms since her 
discharge. 


Comment 
The urticaria occurred as a manifes- . 


tation of polymyositis. Polymyositis . 


has been rarely reported with urticar- . 
ia.* The relationship has been thought ` 
to be coincidental when it has- 
occurred. Our patient had no explana- . 
tion for the urticaria, such as infec- ` 
tions, therapeutic agents, foods, bites, . 
other connective tissue disorders, or - 
psychogenic factors. The only unify- . 
ing explanation for these two episodes — 
is that the urticarial lesions began - 
prior to the muscle symptoms and — 
abnormal laboratory findings. mE 

In our case the urticaria was the — 
only cutaneous manifestation of leu- . 
kocytoclastic vasculitis. This is a rare - 
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lipoprotein abnormality — 


occurrence since, most often, purpuric 
lesions develop.*^ Vasculitis is gener- 
ally not associated with polymyositis 
unless the myositis is of vasculitic 
origin also. This was not so in our case 
because a muscle biopsy specimen 
failed to show any suggestion of 
vasculitis. 

Our case can be classified as “prob- 
able” polymyositis, using the system 
Bohan and Peter have suggested, 
because an electromyogram was never 
done. However the clinical findings 
(proximal progressive disease, abnor- 
mal muscle enzyme level, and a biopsy 
specimen consistent with polymyosi- 
tis) are highly suggestive of polymyo- 
sitis. Although the pathogenesis of 
polymyositis is unknown, results of 
recent studies have suggested the role 
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of immunological events.: Whitaker 
and Engle found vascular deposits of 
immunoglobulins and suggested that 
immune-complex disease (type 3 hy- 
persensitivity) was involved.’ Results 
from a further study have suggested a 
stronger relationship to cell-mediated 
immunity.’ The association of vasculi- 
tis (urticaria) and polymyositis in our 
case would favor an antigen-antibody 
reaction as a unifying event. Howev- 
er, with normal complement levels and 
lack of any abnormal protein, the like- 
lihood of a immune-complex disorder 
is lower. 

Although rare, it must now be 
recognized that the relationship of 
urticaria and myositis may be impor- 
tant. The clinician should be aware of 
this occurrence. 


Verrucous Carcinoma of the Penis 


Successful Treatment With Cryosurgery 


and Topical Fluorouracil Therapy 


Capt Thomas E. Carson, MC, USN 


errucous carcinoma is an epithelial 

neoplasm that is characterized by 
relentless growth, penetration of ad- 
jacent tissues, absence of metastases, 
histologically benign features, and 
failure to respond to conservative 
therapy. 

The following report describes an 
excellent cosmetic and functional re- 
sult that was obtained by cryosurgery 
and topical fluorouracil therapy to a 
persistent, recurrent verrucous carci- 
noma of the glans penis. 


Report of a Case 


A 51-year-old man had a horny growth 
on the dorsal glans penis (Fig 1) that had 
been enlarging during the previous two 
years. 

Various treatments in the past included 
podophyllum resin (podophyllin) initially, 
then circumcision and local excision of the 
lesions. Recurrences appeared and were 
treated with wide excision and grafting. 
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The site of the grafting was rapidly 
replaced by the lesion noted in Fig 1, and 
the patient sought treatment at the 
Oakland Naval Hospital. 

A large cutaneous horn with an indu- 
rated base was present on the dorsal glans 
penis, and several small irregular whitish 
patches were noted in the right coronal 
suleus. No suspicious inguinal nodes were 
palpable. 

Under spinal anesthesia, a biopsy speci- 
men was taken from the large horny lesion 
and also from the white patches in the 
coronal sulcus. Pathologic changes were 
similar in both areas and included marked 
hyperkeratosis, areas of well-preserved 
parakeratosis, papillomatosis, and pseu- 
doepitheliomatous hyperplasia. Cellular 
maturation was orderly: no abnormal 
mitoses were noted, and there was no 
invasion of the dermis. A heavy cellular 
infiltrate, which was composed of lympho- 
cytes and plasma cells, was present in the 
upper portion of the dermis, underlying the 
epithelial proliferation. 

One month later, using spinal anesthe- 
sia, the large horny lesion on the glans and 
the whitish patches in the coronal sulcus 
were treated with liquid nitrogen, by using 
a hand-held cryosurgical apparatus and 
employing the “double freeze-thaw” tech- 
nique.'* The temperature of the freeze was 
monitored by a thermocouple placed in the 
base of the lesion. Each area was frozen to 
below —40 °C. 
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Fig 1.—Irregular, horny growth on dorsal 
glans penis. 


The treated sites were allowed to heal 
and the patient was observed weekly 
during the next two months. Gradually 
enlarging recurrences appeared on either 
side of the previously treated area on the 
dorsal glans. The whitish patches in the 
coronal sulcus persisted, essentially un- 
changed. 

Approximately 2% months after the 
original surgery, the recurrences on the 
glans and the persistent patches in the 
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Fig 2.—Essentially normal glans penis after 
second cryosurgical procedure. 


eoronal suleus were treated with liquid 
nitrogen, employing the same technique as 
before except that the lesions were frozen 
to below —100 °C. The treated areas on the 
glans healed nicely (Fig 2). 

The patches in the coronal sulcus 
persisted unchanged. These were treated 
with 5% fluorouracil cream under condom 


» 


oeclusion for three weeks.? There has been 
no evidence of recurrent tumor for 3% 
years. 


Comment 


Verrucous carcinoma is a distinctive 
variant of squamous cell carcinoma. 
Clinieally, its behavior is that of an 
aggressive neoplasm, characterized by 
relentless and sometimes rapid 
growth with penetration of adjacent 
tissues. Yet, it has very low metastatic 
potential and the histologically benign 
pattern of a verruca. The correct diag- 
nosis requires close corroboration of 
the clinician and pathologist.* 

The most common location for 
verrucous carcinoma is the oral cavity, 
as originally discussed by Ackerman, 
but other favorite sites include the 
larynx and glans penis.‘ 

A constant feature of verrucous 
carcinoma is its failure to respond to 
conservative treatment. Indeed, com- 
plete surgical extirpation has been the 
only consistently recommended treat- 
ment of choice in the past.*^ Because 
of possible conversion to an anaplastic 





metastasizing lesion, radiation thera- 
py is probably directly contraindi- 
cated. 

This report concerns the successful 
use of cryosurgery and topical fluor- 
ouracil therapy for a verrucous carci- 
noma that otherwise would have been 
treated by penectomy. As one author 
aptly stated: “penectomized patients 
do not recover uneventfully.’ Cer- 
tainly, the psychological and function- 
al result in this case has been 
superior. 
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Lymphomatoid Granulomatosis Preceded by 


Chronie Granulomatous Dermatitis 


Bruce L. Bender, MD; Silloo B. Kapadia, MB; Daniel R. Synkowski, MD; John A. Zitelli, MD 


[ ,ymphomatoid granulomatosis is a 

lymphoreticular proliferative dis- 
order that involves the lungs, skin, 
and CNS.'^ A case of skin eruption 
that underwent spontaneous resolu- 
tion as pulmonary involvement ap- 
peared is reported. 


Report of a Case 


A 55-year-old man had a skin eruption 
for nine weeks that involved the face, 
trunk, and arms. The lesions were elevated, 
erythematous, and annular, with central 
clearing and hypesthesia. A skin biopsy 
specimen showed chronic granulomatous 
inflammation (Fig 1). He was receiving no 
medication on discharge. 
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Fig 1.—Focal dermal periappendigeal and perivascular chronic inflammatory infiltrate 


(hematoxylin-eosin, x 5.45). 
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Fig 3.—Mixed infiltrate of chronic inflammatory cells with binucleate histiocytes (left, 
arrow) and mitoses (right) (hematoxylin-eosin, x 530). 


In two weeks he was readmitted with 
progressive dyspnea, tachycardia, and 
tachypnea. Arterial Pco, was 32 mm Hg; 
Po, was 47 mm Hg. Chest x-ray film 
showed bilateral patchy interstitial and 
nodular infiltrates. The skin eruption, 
which was almost gone on admission, soon 
completely disappeared. An open-lung 
biopsy specimen revealed lymphomatoid 
granulomatosis. He died of respiratory 
failure on the 26th hospital day. 


Findings 


Skin biopsy specimens showed a 
perivascular infiltrate of mature lym- 
phocytes, plasma cells, and histiocytes 
that involved the entire dermis 
around the appendages (Fig 1). Vascu- 
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litis was absent. The lung biopsy spec- 
imen disclosed a severe granuloma- 
tous perivascular angiodestructive in- 
filtrate, with focal moderate atypia. 
At autopsy, the lungs were heavy 
and firm. Bull’s-eye nodules up to 2.5 
cm in diameter were present (Fig 2). 
There was a lymphohistiocytie infil- 
trate, with severe focal atypia and 
numerous mitoses (Fig 3). The angio- 
centric angiodestructive pattern was 
striking. The tracheal submucosa con- 
tained a dense chronic inflammatory 
infiltrate. A peribronchial lymph node 
and the liver were each involved by a 
single well-cireumscribed nodule. The 
kidneys contained focal interstitial 


infiltrates, without glomerular in- 
volvement. No organisms were de- 
monstrable in any tissue. 

Immunoperoxidase staining? of the 
lungs for intracellular immunoglobu- 
lins showed a mixture of all ligh£ and 
heavy chains in most areas. However, 
the most atypical areas stained exclu- 
sively for x. 


Comment 


Lymphomatoid granulomatosis is 
an angiocentric angiodestructive lym- 
phoproliferative disorder that pre- 
dominantly involves the lungs.' Pa- 
tients may have isolated extrapulmo- 
nary signs initially, the most common 
being cutaneous and CNS-related. 

Skin involvement has been de- 
scribed as "erythematous, macular, or 
small plaque-like lesions."' Lesions at 
any site may improve independently 
of those in other areas. Previously 
reported cases have had vigorous ther- 
apy during their course. Our case is 
the first reported with complete spon- 
taneous skin clearing. 

Histologic atypicality is eharacteris- 
tic of lymphomatoid granulomatosis, 
is paralleled by its aggressive course! 
(11% eight-year survial'), and aids in 
the distinction from limited Wegen- 
ers granulomatosis,’ which has a 
much better prognosis. Although all 
biopsy specimens appeared benign, a 
few areas at autopsy were histologi- 
cally malignant and stained mono- 
clonally. This suggests that this entity 
is intermediate between an inflamma- 
tory response and lymphoma. 

In summary, a patient with lympho- 
matoid granulomatosis demonstrated 
spontaneous clearing of the cutaneous 
lesions, which he had had prior to the 
development of pulmonary signs. 
Lymphomatoid granulomatosis must 
be included in the differential diagno- 
sis of any granulomatous dermatosis, 
even in the absence of characteristic 
pulmonary lesions. 
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There are two 
faces of severe acne vulgaris 


MINOCIN Minocycline HCI 

Oral and Intravenous Brief Summary 

Contraindications: Hypersensitivity to any tetracycline. 

Warnings: Intravenous use, particularly in pregnancy, in daily doses 
exceeding 2 grams has been associated with deaths through liver 
failure. When need for intensive treatment outweighs potential dan- 
gers, perform renal and liver function tests before and during therapy; 
also follow serum concentrations. In renal impairment, usual doses 
may lead to excessive accumulation and liver toxicity. Under such 
conditions, use lower total doses, and, in prolonged therapy, determine 
serum levels. This hazard is of particular importance in I. V. use in 
pregnant or postpartum patients with pyelonephritis. In such cases, 
the blood level should not exceed 15 mcgm/ml. and liver function 
tests should be made at frequent intervals. Do not prescribe other 
potentially hepatotoxic drugs concomitantly. The use of tetracyclines 


Right profile of patient 


CAPSULES 50 mg and 100 mg 
SYRUP 50 mg/5 ml 


MINOCYCLINE HC ............. 


during tooth development (last half of pregnancy, infancy and child- 
hood to the age of 8 years) may cause permanent discoloration of the 
teeth (yellow-gray-brown). This is more common during long-term use 
but has been observed following repeated short-term courses. Enamel 
hypoplasia has also been reported. Tetracyclines, therefore, should 
not be used in this age group unless other drugs are not likely to be 
effective or are contraindicated. Photosensitivity manifested by an 
exaggerated sunburn reaction has been observed in some individuals 
taking tetracyclines. Advise patients apt to be exposed to direct 
sunlight or ultraviolet light that such reaction can occur, and discon- 
tinue treatment at first evidence of skin erythema. Studies to date 
indicate that photosensitivity is rarely reported with MINOCIN 
Minocycline HCI. n patients with significantly impaired renal func- 
tion, the antianabolic action of tetracycline may cause an increase in 


BUN leading to azotemia, hyperphosphatemia, and acidosis. CNS side 
effects (lightheadedness, dizziness, vertigo) have been reported, may 
disappear during therapy, and always disappear rapidly when drug 

is discontinued. Caution patients who experience these symptoms 
about driving vehicles or using hazardous machinery while taking this 
drug. Pregnancy: In animal studies, tetracyclines cross the placenta, 
are found in fetal tissues, and can have toxic effects on the developing 
fetus (often related to retardation of skeletal development). Embryo- 
toxicity has been noted in animals treated early in pregnancy. New- 
borns, infants and children: All tetracyclines form a stable calcium 
complex in any bone-forming tissue. Prematures, given oral doses of 
25 mg. /kg. every 6 hours, demonstrated a decrease in fibula growth 
rate, reversible when drug was discontinued. Tetracyclines are present 
in the milk of lactating women who are taking a drug in this class. 
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MINOCYCLINE HCI 


CAPSULES 50 mg and 100 mg 
SYRUP 50 mg/5 ml 


Dosage: 50 mg b.i.d. 


MINOCIN Minocycline HCI 
Oral and Intravenous Brief Summary (continued) 


Precautions: Use may result in overgrowth of nonsusceptible orga- 
nisms, including fungi. If superinfection occurs, institute appropriate 
therapy. In veneral diseases when coexistent syphilis is suspected, 
darkfield examination should be done before treatment is started and 
blood serology repeated monthly for at least four months. Patients 
on anticoagulant therapy may require downward adjustment of such 
dosage. Test for organ system dysfunction (e.g., renal, hepatic and 
hemopoietic) in long-term use. Treat all group A beta-hemolytic 
Streptococcal infections for at least 10 days. Avoid giving tetracycline 
in conjunction with penicillin. 

Adverse Reactions: GI: (with both oral and parenteral use): anorexia, 
nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, in- 
flammatory lesions (with monilial overgrowth) in anogenital region. 
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Skin: maculopapular and erythematous rashes. Exfoliative dermatitis 
(uncommon). Photosensitivity is discussed above ("Warnings"). Renal 
toxicity: rise in BUN, dose-related (see "Warnings "). Hypersensitivity 
reactions: urticaria, angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis, exacerbation of systemic lupus erythematosus. 
In young infants, bulging fontanels have been reported following full 


therapeutic dosage, disappearing rapidly when drug was discontinued. 
Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia. 


CNS: (see Warnings”). When given in high doses, tetracyclines may 
produce brown-black microscopic discoloration of thyroid glands: no 
abnormalities of thyroid function studies are known to occur. 

NOTE: Concomitant therapy: Antacids containing aluminum, calcium, 
or magnesium impair absorption; do not give to patients taking oral 
minocycline. Studies to date indicate that absorption of MINOCIN 


Minocycline HCI is not notably influenced by foods and dairy products. 


CNS side effects including light- 
headedness, dizziness, or vertigo 
have been reported with MINOCIN. 
Patients who experience these 
symptoms should be cautioned 
about driving vehicles or using 
hazardous machinery while on 
minocycline therapy. 
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"Letters to the Editor 


Malignant Melanoma 


To the Editor.-An editorial in the 
March issue of the ARCHIVES (114:369- 
370, 1978) frequently refers to our 
article, "Malignant Melanoma: A Re- 
view." The authors of this editorial 
state that they “... have written this 
communication to briefly emphasize 
those facets of the article [which they] 
consider most important." We have no 
objection to a summary of our article 
except when the summary is in error. 
As the editorial was published, it 
stated: "The therapy of disseminated 
melanoma remains discouraging, as 
evidenced by the poor survival of 
- stage 1 and 2 patients.” This is a 
 eonfusing statement since the surviv- 
al rate of patients with stage 1 mela- 
noma is now very good (approaching 
70% to 80% in some recently published 
series). Correspondence from Dr Call- 
en indieates that their original manu- 
seript referred to stage 2 and 3 
patients. 
— The authors of the editorial write 
that we did not diseuss immunology or 
immunotherapy of melanoma. Section 
21 of our article, entitled "Immuno- 
logic Aspeets of Malignant Melano- 
ma,” is a brief review of these 
subjects. The brevity reflected our 
purpose in the review: to give the 
reader what we considered to be most 
important and most firmly estab- 
lished on the subject of malignant 
melanoma. Although a great deal has 
been said and is being published 
concerning humoral and cell-mediated 
immune responses to malignant mela- 
nomas, as well as immunotherapy for 
this tumor, much of this work has not 
been reprodueible by others and must 
be considered investigational at this 
time. Therefore, we think these data 
are of limited value in applicability to 
the diagnosis and management of 
malignant melanoma. Some insight 
into our reluctance to expand the 
section on immunology may be gained 
by reading the recent review by Clark 
et al^ 

We are presently updating and 
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expanding our review article, and Drs 
A. Bernard Ackerman and W. D. 
Daniel Su are adding a comprehensive 
diseussion of the histopathology of 
malignant melanomas to the revision. 
The whole is to be published soon as a 
book. | 

Ropert S, Bart, MD 

ALFRED W. Korr, MD 

Rene S. Ropricuez-Sains, MD 

New York 
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Depigmenting Agents and 
Melanoma 


To the Editor.—Drs Lerner and Nord- 
lund asserted in their letter in the 
April issue of the ARCHIVES (114:628, 
1978) that I had completely missed 
their point because they had intended 
to say that phenols and catechols 
should be used to destroy melanomas 


not by direct cytotoxic action, but by 


immunologic reaction. I guess I still 
completely miss their point because 
my results showed no vitiligo, no 
melanoma regression, and no prolon- 
gation of host survival following injee- 
tions of phenols and catechols into 
early hamster melanomas. These were 
the results, irrespective of mecha- 
nisms proposed. It should be added 
that the hamster melanoma used 
seemed to be susceptible to immuno- 
logie attack, since regressions were 
achieved with intralesional injections 
of Corynebacterium (Propionitbacter- 
ium) granwlosum. 

Davip PasuiN, MD 

San Mateo, Calif 
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Topical 5% Alcoholic Lincomycin 
Solution for Treatment of Acne 


To the Editor.-Seherzer has com- 
mented on the development of numer- 
ous comedones in aene patients 
treated with a solution of 5% lincomy- 
ein hydrochloride monohydrate in 70% 
isopropyl alcohol and requests the 
observation of others (ARCHIVES 
114:799, 1978). I, too, have been using a 
topical 5% alcoholic lincomycin solu- 
tion in selected acne patients with 
inflammatory acne for the past nine 
months, and have had excellent 


CHIVES 114:100-101, 1978), discusses a 
specific cutaneous lesion of sarcoid 





response. So far, these patients have 
not developed comedones while under 
therapy. However, I usually use the — 
formula of Barranco et al (ARCHIVES 
112:1469, 1978), which incorporates the - 
lincomycin in ethyl alcohol, not isopro- 
pyl alcohol. In addition, my patients. 
receiving topieal antibiotie therapy 
also receive topical tretinoin as an 
integral part of the regimen. 

Byron W. Lee, MD 

Wenatchee, Wash 


Icthyosiform Sarcoid 
— To the Editor.—The article by Kauh et 


"Iethyosiform Sarcoidosis” (AR- 


that they find has been reported in 


the dermatologic. literature on two 


other oceasions.'? Based on the above 
publieation, one could assume that 
icthyosiform lesions in association 


-with sarcoid are very rare. My experi- - 
ence at Martin Luther King, Jr, 
General Hospital (MLK), however, ^. 
would suggest that even though < 


iethyosiform sarcoid has "very rarely 
been reported in dermatologic litera- 


ture," its clinical expression is more e 


frequent than the literature implies. 


Also, since the iethyosiform lesions of . 


sarcoid are often asymptomatic—espe- 
eially in blaeks, in whom both patient 
and physieian usually consider them 
to be a manifestation of dry (“ashy”) 
skin—evaluation for sarcoidosis is sel- 
dom performed. In order to stress the 
importance of suspecting sarcoid in 
patients with scaly leg lesions, I have | 
two cases of icthyosiform sarcoidosis 
to add to the dermatologic literature. 

Report of Cases.—CAsE 1.—A 21-year-old 
black man was admitted to MLK because. 
of a two-month history of progressive loss 
of visual acuity, shortness of breath at rest, 
dyspnea on exertion, and weight loss. Soon 
after the onset of these symptoms, he = 
noticed nonpruritie dry scaly lesions on. zi 


both legs. Physieal examination revealed. i 


dry, iethyosiform lesions on his legs, with 
pretibial aecentuation. There were no other ^. 
cutaneous lesions. Ophthalmological exam- ~~ 
ination disclosed bilateral granulomatous ^ 
uveitis. Roentgenographic examination of ut 
the chest showed right paratracheal and 
bilateral hilar adenopathy compatible with — - 
sarcoidosis. Transbronchial lung biopsy” 
showed 


sealy lesion of the left leg showed hyper- 
keratosis, with a decreased to absent gran- 


ular layer and mild acanthosis. There was . : 


an increase in dermal collagen and deep — 


within the dermis was a noncaseating ` 


granuloma containing Langhans’s giant 
cells. . 
CASE 2.—A 31-year-old black woman had 
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noneaseating granuloma and . 
pulmonary fibrosis also compatible with >- 
the diagnosis of sarcoidosis. Biopsy of à — 









tus in September 1974. Two years later, she 
was referred to the Dermatology Clinic for 
evaluation of asymptomatie sealy lesions 
on her lower extremities. She stated that 
the lesions had been present since 1974. 
Physical examination revealed numerous 
icthyosiform lesions on her thighs and the 
lower part of her legs. Three- to six- 
millimeter skin-colored papular lesions 
were also present on the upper part of both 
eyelids. A chest roentgenogram indicated 
bilateral hilar adenopathy. A previous 
mediastinoscopy and mediastinal lymph 
node biopsy showed a noncaseating granu- 
loma compatible with the diagnosis of 
sarcoidosis. Biopsy of an icthyosiform leg 
lesion showed hyperkeratosis, a thin to 
absent granular layer, and mild acanthosis, 
with noncaseating granulomatous infil- 
trate of the dermis. 

Comment.—In addition to these two 
patients, we have seen several sarcoid 
patients with iethyosiform lesions 
that had appeared at the approximate 
time of onset of the symptoms of 
sareoidosis. Since the lesions were 
asymptomatie, however, these pa- 
tients refused to have a biopsy speci- 
men taken. 

Kauh et al are to be commended for 
reminding others that acquired ic- 
thyosis may be a manifestation of 
sarcoidosis. A skin biopsy in such 
cases might obviate an exhaustive and 
expensive diagnostie workup. j 

A. PAUL KELLY, M 
Los Angeles 


l Elgart ML: Skin manifestation of sarcoido- 
sis. Cutis 1:283-291, 1965. 
2. Braverman IM: Skin Signs of Systemic 
Disease. Philadelphia, WB Saunders Co, 1970, pp 
68, 274-285. 


Diaper Dermatitis 


To the Editor.—The study by Leyden 
et al (ARCHIVES 113:1678-1680, 1977) on 
urinary ammonia and diaper dermati- 
tis is of great interest. In 1964 and 
1965, over a period of 12 months, I 


- kept careful notes of all new outpa- 


- tients attending the Queen Elizabeth 
.. Hospital for Children, London, for 
diaper dermatitis. These numbered 
90. In seven (14%) the eruption began 
© on the buttocks. In 43 (86%) the rash 
. beganin the anal and genital region. I 
thought, perhaps wrongly, that those 
. commencing on the buttocks were due 
. to ammonia but I was struck by the 


-fact that these were a minority. 


I patch tested 18 infants with their 
own stools. The tests were applied to 
the back for 48 hours. Thirteen gave a 
brisk positive reaction, one an equivo- 
cal result, and four were negative. 
These tests were carried out in 
sequence and without selection. My 
tentative conclusion was that most 
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pulmonary sarcoidosis and diabetes melli- 






diaper rashes were initiated as stool 


burns. A stool passed soon after a 
diaper has been changed would, espe- 
cially overnight, be held in close prox- 
imity to tender skin and might 
produce an irritant reaction. 
J. S. PEGUM, MD, FRCP 
London 


In Reply.—We too have felt that "stool 
burns" might be an important aspect 
of common chaffing, irritant forms of 
diaper rash. While these experiments 
were necessarily limited to a few 
hearty volunteers, we were unable to 
initiate a dermatitis in five volun- 
teers despite repeated application of 
occlusive patch tests with fecal solu- 
tions (1% to 30%). Our limited experi- 
ence in this area leads us to view fecal 
irritation as a possible secondary 
aggravating factor, but not capable of 
initiation of a diaper dermatitis. 
JAMES J. LEYDEN, MD 
Philadelphia 


Leser-Trélat Associated With Acute 
Leukemia 


To the Editor.—The sign of Leser- 
Trélat is just one of a number of 
cutaneous markers of internal malig- 
nancy and refers to the sudden ap- 
pearance of a large number of sebor- 
rheal keratoses in association with 
the development of cancer.' Not only 
does one see an inerease in number of 
keratoses, but preexisting lesions 
seem to increase in size in just a 
matter of days. The significance of 
the association has been questioned 
because the incidence of eancer as well 
as seborrheal keratoses is high in the 
elderly and, generally, it is the older 
patient who develops this sign. How- 
ever, the clinical situation can develop 
so dramatically that one must consid- 
er that this association of internal 
malignancy with the appearance of 
these benign cutaneous lesions is real 
and statistically significant. We 
would like to report such a patient who 
made believers out of skeptics. The 
majority of patients exhibiting the 
sign of Leser-Trélat have had adeno- 
carcinoma, predominantly intra-ab- 
dominal? There have been a few 
patients with lymphoma and one with 
Sézary's syndrome described with this 
sign.’ 

Report of a Case.—A 72-year-old man was 
well until Oct 17, 1977, when he developed 
abdominal pain while building a fence. He 
quit working, went to bed for two to three 
days, but became more ill with progressive 
malaise, generalized myalgias, and fever, 
symptoms he thought were due possibly to 
the flu. A routine complete blood cell count 
performed by his physician on Oct 21 








revealed a hematocrit reading of 309,' 


WBC of 1,800 with neutropenia and periph- 
eral blast forms, and a platelet count of 
48,000/cu mm. He was referred to the 
University of Virginia Hospital with the 
diagnosis of acute leukemia, which was 
confirmed as being myelomonocytic on the 
basis of bone marrow biopsy. Results of 
physical examination were not pertinent 
other than an eruption in the groin and 
axillae that was diagnosed by a dermatolo- 
gist as being intertrigo due to Candida 
albicans. The dermatologist also examined 
the trunk on Oet 23 and found no other 
abnormal cutaneous lesións other than a 
large skin tag and à few seborrheal kera- 
toses on the back. 

Combination chemotherapy was begun 
and the patient was seen in consultation 
again on Oct 26 by the same, as well as 
other, dermatologists for rapidly arising 
lesions on the trunk that clinieally and 
histologically were eharacteristie of sebor- 
rheal keratoses. There were numerous 2- to 
6-mm erythematous, flat-topped, and 
slightly sealy papules with a slightly stip- 
pled surface on the chest, back, and neck. 
The lesions were arranged somewhat in a 
Christmas-tree pattern, similar in distribu- 
tion to the eruption seen in pityriasis rosea. 
The patient did not respond to chemother- 
apy and after a stormy one-month hospital 
course died of severe neutropenia, septi- 
cemia, and acute renal failure on Nov 24. 
Interestingly, each of the seborrheal kera- 
toses developed an intense erythematous 
halo at its periphery and had involuted to 
some extent prior to the death of the 
patient. 

Comment.—This patient developed 
what classically has been described as 
the sign of Leser-Trélat. The case is of 
special interest in that the lesions 
occurred in a patient with acute 
leukemia and appeared to become 
inflamed and partially involute prior 
to his death. | 

KENNETH E. GREER, MD 
HaRoLD Hawkins, MD 
CHARLES Hess, MD 
Charlottesville, Va 


1. Doll DC, McCagh MF, Welton WA: Sign of 
Leser-Trélat. JAMA 238:236-231, 1977. 

2. Kierland RR: Cutaneous signs of internal 
malignancy. South Med J 65:563-568, 1972. 

3. Liddell K, White JE, Caldwell IW: Seborrhe- 
ie keratoses and carcinoma of the large bowel. Br 
J Dermatol 92:449-452, 1975. 

4 Dantzig PI: Sign of Leser-Trélat. Arch 
Dermatol 108:700-701, 1973. 


Treatment of Pruritus 


To the Editor:—Severe pruritus, espe- 
cially over the buttocks, was seen in 
two middle-aged men who were 
approaching a maintenance-schedule 
psoralens ultraviolet-A light (PUVA) 
program (7 joules/sq em). Both men 
failed to exhibit the axon-flare re- 
sponse with the intradermal injection 
of 0.1 ml of histamine phosphate (0.1 
mg/ml) into the buttock. Both men 
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f demonstrated the axon-flare response 
. in less symptomatic areas. A neurolo- 
gy consultant, unaware of the hista- 
mine skin test, examined the first 
man, and diagnosed a peripheral 
neuropathy of mainly unmyelinated 
fibers that affected the hands, feet, 
nose, and buttocks. There was hyper- 
esthesia of the buttock. The PUVA 
program was stopped, and the flare 
returned when tested three months 
later. The histamine intradermal test 
should prove useful in evaluating 
pruritus associated with PUVA. Loss 
of axon-flare reflex vasodilation 
should end any dilemma about treat- 
ing the patient with antipruritic 
drugs during this period. 

WiLLIAM P. Jorpan, MD 

Richmond, Va 


Use of Sulfasalazine in 
Dermatitis Herpetiformis in Young 
People 


To the Editor.—It is common practice 
in dermatology to treat patients 
suspected of having dermatitis her- 
petiformis with sulfapyridine or with 
a sulfone. While these drugs are often 
effective, they have many well-known 
toxic effects. It would be especially 
desirable to avoid their use in young 
people with dermatitis herpetiformis, 
who face a long period of cumulative 
exposure to these agents and their 
toxicities. 

Sulfasalazine (Azulfidine) has been 
 reported'? to be effective in treating 

dermatitis herpetiformis. It is widely 
used in treatment of ulcerative colitis, 
and, to a lesser extent, of pyoderma 
gangrenosum and livedoid vasculitis. 

Although it is apparently converted 
to sulfapyridine, and is well known to 
cause severe and even fatal reactions, 
it appears that the frequency of 
serious side effects (other than nausea 
and vomiting) is much lower with 
sulfasalazine than with sulfapyridine 
or the sulfones. This is a clinical 
impression I cannot confirm by hard 
statistical data. . 

A brief description of my experi- 
ence with two young males treated 
successfully with sulfasalazine illus- 
trates the value of this drug. 


Report of Cases.—CASE 1.—À ]4-year-old 
boy was first seen in 1974; he had a four- 
month history of pruritic vesicular lesions 
over the trunk. Some lesions were in clus- 
ters, others were annular. Biopsy speci- 
mens showed subepidermal vesicles with 
eosinophils, mixed inflammatory cells and 
edema in the papillary dermis, and a peri- 
vaseular mononuclear infiltrate, while re- 
sults of direct immunofluorescent studies 
were normal. 

The eruption responded well to bursts of 
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. prednisone, but sulfoxone sodium caused 


vomiting and sulfapyridine caused nausea, 
dizziness, and headache. 

He was started on a regimen of sulfasal- 
azine 500 mg four times a day, which 
brought about good control within one 
week. On at least four occasions since then 
he has discontinued the use of this medica- 
tion, and the eruption has flared each time. 
In 1976 up to 4 g/day of sulfasalazine was 
required for control for a brief period. 

Besults of repeated laboratory tests 
(complete blood cell count [CBC], BUN, and 
SGOT) have been normal, and he has never 
complained of side effeets of the medi- 
cine. 

Case 2.—An 18-year-old boy was first 
seen in 1977 with a bizarre pruritic erup- 
tion on the trunk consisting of plaques of 
dermatitis with scattered vesicles. The 
biopsy specimen showed a subepidermal 
vesicle with eosinophils, edema and diffuse 
infiltration of the upper dermis, and peri- 
vascular infiltration. Direct immunofluo- 
rescence showed deposition of IgG, IgA, 
and IgM at the basement membrane, 
suggestive of lupus erythematosus (LE). 
The antinuclear antibody titer was 1:80, 
with a speckled pattern, which is a common 
false-positive titer in our laboratory. An 
LE preparation was negative. 

The eruption responded to a burst of 
prednisone, but recurred. He was given 
sulfasalazine, 3 g/day, and responded 
dramatically within one week. Subsequent- 
ly the dose has been reduced to 2 g/ day. On 
two oceasions he failed to take this dose for 
several days, and the eruption flared both 
times. He complains of no side effects, and 
serial determinations of CBC, BUN, and 
SGOT have been normal. 


Comment.—Although both of these 
patients presented the clinical and 
histologic picture of dermatitis her- 
petiformis, neither showed typical 
IgA deposition on direct immuno- 
fluorescence, while one had immuno- 
fluorescent features suggestive of LE. 
It may be that these cases belong in a 
distinetive subgroup of patients with 
sulfasalazine-responsive dermatitis 
herpetiformis-like pruritic dermato- 
sis. 

My purpose is to suggest that 
perhaps we should consider trying 
sulfasalazine as a first therapeutic 
effort in dermatitis herpetiformis and 
similar dermatoses more often. 

EpMuND D. Lowney, MD 
Columbus, Ohio 


Beno Michel, MD, performed the direct immu- 
nofluorescent studies. 


Nonproprietary Name and 
Trademarks of Drug 


Sulfasalazine—Accucol, Azulfidine, Roras- 
al, S.A.S.-500, Suleolon, W-T  Sasp 
Oral. 





1. Alexander JO: Dermatitis Herpetiformis, 
Philadelphia, WB Saunders Co, 1975, pp 281, - 
302. 

29. Andreozzi RJ, Nuss DD: Dermatitis herpeti- - 
formis: Treatment with Azulfidine. Cutis 13:366, 
1974. 

3. Grupper C, in discussion, Bolgert M, Taber- 
nat J, Hodava M: Dermatose bulleuse chronique 
des organes génitaux chez un enfant de 5 ans: 
Maladie de Duhring-Broeq localisée? Bull Soc F'r 
Dermatol Syph 63:274, 1958. 

4 Katz H: Dermatitis herpetiformis. Arch 
Dermatol 91:88, 1968. 

5. Schoch E, MeCuistion CH: The effect of 
salicylazosulfapyridine (Azulfidine) on pustular 
acne vulgaris and certain other dermatoses. 
J Invest Dermatol 25:123, 1955. 


Ammonia Dermatitis 


To the Editor.-In the Dec 22, 1977, - t 


Pediatric Alert, Dr Kenneth A. Arndt 
reviews the article by J. J. Leyden et — 
al on “Urinary Ammonia and Ammo- 
nia-Producing Microorganisms in In- — 
fants With and Without Diaper Der- 
matitis” (Arch Dermatol 113:1678, — 
1977) in which this relationship is 
reportedly “shot down.” Based on the 
evidence in the original article, I can 


in no way agree. 


First, diaper dermatitis was de- . 
scribed as “patchy areas of skin- 
erythema with occasional papules." In. 


contrast, true ammonia dermatitis is E 


ulcerated, with skin eroded away and 


uleers 5 to 15 mm in diameter; it ee 
` usually involves the tip of the penis _ 
being eaten off and perhaps crusted . > 
over so that the baby has trouble > 
voiding at times. Second, Leyden et alo 28 


prove conclusively that the diapers 
tested were free of ammonia (and so 
could not cause ammonia dermatitis, 
obviously). Diapers with ammonia are 
characteristically found only at the 


first change in the morning when the d: 


mother, who cannot stay up all night 
keeping the baby dry (and the baby | 
has perhaps lain in the wet diaper for 
several hours), reports that this diaper _ 
(and that the only one of the day) > 
smells so strongly of ammonia that ^ 
she recoils. How does one explain that . 
this happens as often in private asin > 
clinie practice, with the baby of a E 
mother who is fastidious as wellasone .. 
who is not? Not many of us pediatri- . 
cians probably read the Archives of ps 
Dermatology, but we do read the Pedi- = 
atric Alert, where this article can do. 
much harm. E 

Physicians over the years have been x 
guilty of blaming mothers for troubles . 
that are not their fault and thus 
implying that they are inadequate, . 
inept, or unloving, which is exactly | 
what the conclusions of this article 
would imply. 

Before we accept these conclusions, 
which are—and I am sure many family 
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let us be very sure that they are 
correct, 
WiLLIAM T. AuLD, MD 
Stockton, Calif 


In Heply.—Let me try to respond to 
your letter by saying that when we 
started our studies we had an open 
mind hopefully this is different than 
having a hole in my head as perhaps 
you have concluded. 

1. The diapers of those with diaper 
dermatitis did have ammonia. The 
point I made was that the concentra- 
tion was not significantly different 
from those free of a rash. Diaper 
Squeezings represented the first dia- 
per change in the morning. 

2. The infants we sampled were 
diagnosed as having “ammoniacal 
dermatitis" by trained pediatricians. 
The cases you describe with ulcera- 
tions 5 to 15 mm in diameter are very 
rare. I have only seen one such case in 
ten years at Children's Hospital of 
Philadelphia. 

3. Our studies, in which ammonia- 
cal solutions were repeatedly applied 
to normal skin of adults and infants, 
contradict the concept of ammonia 
being capable of inducing a rash. As 
we pointed out, infants with high 
levels of ammonia may be secondarily 
aggravated. However, the level re- 
. quired to inflame damaged skin is 
© higher than the amounts routinely 
found in infant diapers. 

Our conclusions stand. I hope you 
will be stimulated to generate data 
. rather than your opinion. We could be 

wrong and if so please prove it and 
point out how we went astray. 
JAMES J. LEYDEN, MD 
Philadelphia 


Genetic Syndrome 


~ To the Editor.—In the December 1977 
issue of the Arcuives (113:1701-1704), 
. Baden and Alper reported on a possi- 
. ble genetic syndrome that associated 
-iehthyosiform dermatosis, keratitis, 
. and deafness, but ignored the obvious 
. probability that they are a manifesta- 
tion of late congenital syphilis. 
Ichthyosis in congenital syphilis is 
- well known and photographs in Al- 
 len'stext resemble those of Baden and 
< Alper’ Neurosensory deafness and 
 keratitis are two characteristic com- 
ponents of the Hutchinson's triad. 
. Teeth, which are typically abnormal 
and form the third component (Huteh- 
inson's incisors or mulberry molars), 
are not described, nor are serologic 
studies reported. The evidence, then, 
seems insufficient to establish a new 
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. pediatricians would agree—erroneous, -constellation of signs, 






let alone one 








with a genetic basis. 

Report of a Case.—Deafness and keratitis 
developed some time after birth in a 35- 
year-old woman who was a juvenile diabet- 
ic. She had mild mental retardation, and 
her diabetes had been difficult to control. 
Immediately after arrival to an emergency 
care facility, she suffered a respiratory 
arrest owing to severe ketoacidosis and 
died several days later. In spite of the 
characteristie incisors, luetic disease was 
not recognized until, at autopsy, granular 
ependymitis was discovered in the brain 
and typical histologie features of syphilitic 
meningoencephalitis were confirmed.’ In 
review, I note that my autopsy report 
describes a diffuse mild scaling of skin. 

Comment.—The cases of children 
reported by Baden and Alper, in spite 
of their average intelligence in com- 
parison with other deaf children, prob- 
ably also suffer from syphilitie menin- 
goencephalitis, and I predict that the 
CSF serology result is positive. I 
would be interested to know if these 
children are diabetic. 

TERENCE B. ALLEN, MD 
san Franeisco 


L Congenital syphilis, in Allen AC (ed): The 
Skin. St Louis, CV Mosby Co, 1954, pp 426-425. 

2. Congenital syphilis, in Gorlin RJ, Goldman 
HM (eds): Thomas’ Oral Pathology. St Louis, CV 
Mosby Co, 1970, pp 727-729, 

3. Escobar A, Nieto D: Neurosyphilis, in 
Minckler J (ed): Pathology of the Nervous System. 
New York, MeGraw-Hill Book Co Ine, 1972, pp 
2448-2464. 


In Reply.—The clinical picture of these 
two patients cannot be confused with 
congenital syphilis. There were no 
stigmata of syphilis (bones, teeth, ete) 
and the serology results were nega- 
tive. 

Howarp P. BADEN, MD 

Boston 


Autoimmunity and Vitiligo 


To the Editor.—The autoimmune na- 
ture of vitiligo, at least for a certain 
number of patients, seems to be more 
and more likely. Previous reports of 
an increased incidence of organ- 
specific autoantibodies in those pa- 
tients support this concept." The 
theory has been strengthened recent- 
ly by the detection of a circulating 
antibody in two patients with vitiligo, 
alopecia totalis, mueocutaneous can- 
didiasis, and multiple endocrine insuf- 
ficiencies, using an immunofluores- 
cent complement-fixation test. This 
antibody was found bound to melano- 
cytes in human skin, nevus cells, and 
melanoma cells. 

We here report our results of a 
study that aimed to demonstrate the 
presence of certain organ-specific au- 
toantibodies in patients with vitiligo 


| and the association of this disorder 








with autoimmune diseases. 


Patients and Methods.—Eighty-five pa- 
tients (aged 4 to 78 years) with generalized 
or localized vitiligo were studied duging a 
period of three years. The patients 
included in this study were selected on the 
basis of presence of vitiligo only. Any 
coexisting disease was diagnosed during 
the clinical and laboratory assessment. 
Eighty-five sex- and age-matched subjects 
were used as controls. Organ-specific 
autoantibodies were detected in patients 
and controls by indirect immunofluores- 
cence using 4- to 6-A cryostat sections of 
human thyrotoxie thyroid and adrenal 
gland, rat liver and stomach, and white 
mouse kidney. Patients with endocrine 
disorders were studied using estimations 
of total serum cortisol and total serum 
thyroxine by competitive protein binding, 
resin triiodothyronine uptake by Thyopac- 
3 test kit, and “I neck uptake and protein- 
bound "I after oral administration of sodi- 
um iodide I 131. 

Circulating organ-specific — autoanti- 
bedies were found in 34 (40%) of the 85 
vitiligo patients, compared with 19 of 85 
(223%) of the controls (x? = 6.16, . 
05 > P-.01. Antithyroid and anti- 
smooth musele autoantibodies were pres- 
ent more frequently, but the difference in 
the incidence of antithyroid was signifi- 
cant (.05 > P > .01). In 19 of 85 vitiligo 
patients an endocrine autoimmune disease 
was found, as Graves' disease, myxedema, 
Hashimoto's disease, and diabetes mellitus. 
Two more patients had pernicious anemia 
and chronic atrophic gastritis, 

Comment.—Both findings—in- 
creased incidence of autoantibodies 
and association with endocrine au- 
toimmune diseases—lend support to 
the concept that autoimmunity plays a 
role in the pathogenesis of vitiligo in a 
certain number of patients. 

PHAEDON HaRsoULIs, MD 

FLORENCE KANAKOUDI- TSAKALI DIS, MD 
ATHANASIOS VYZANTIADIS, MD 
ARISTIPOS Minas, MD 

CHRISTOS Cassimos, MD 

Thessaloniki, Greece 


Nonproprietary Name and 
Trademarks of Drug 
Sodium iodide I 131—Jodotepe I 131, Iodo- 
tope Therapeutic, Oriodide-131, Oriod- 
ide-131-H, Radiocaps-131, Theriodide- 
131. 


L Dunlop D: Eighty-six eases of Addison's 
disease, Br Med J 2:887-890, 1963. 

2. Cunliffe WJ, Hall R, Newell DJ , et ak 
Vitiligo, thyroid disease and autoimmunity. Br J 
Dermatol 80:135-139, 1968, 

3. Brostoff J, Bor S, Feiwell M: Autoantibodies 
in patients with vitiligo. Lancet 2:177-178, 1969. 

4. Betterle C, Del Prete GF, Peserico A, et al: 
Autoantibodies in vitiligo. Arch Dermatol 
112:1328, 1976. 

9. Hertz KC, Gazze LA, Kirkpatriek CH, et al: 
Autoimmune vitiligo: Detection of antibodies to 
melanin-producing cells. N Engl J Med 297-634- 
637, 1977. 
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“Coal Tar. For centuries this crud 
mixture has been used in skin therapy, b 
its active fractions have not yet been defined: 
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For Patient Starters 
Call Toll-Free 


(800) 523-6674 





(water miscible and washable emulsion 
of 3095 standardized whole coal tar) 


lr Esboratores: Inc. (195 standardized whole coal tar 


Fort Washington, PA 19034 in a pleasant antiseptic shampoo base) 


'Drake, T, Maibach, H: Modern Medicine 90-96, August 1, 19 








Some dry skin 
product claims just 
don't hold water...but 
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SS tis ee Whether you choose regular 

ee AQUACARE or “high potency” 
AQUACARE/HP, you'll find that holding 
water is only one of the things they do well. 


AQUACARE /HP for the more severe dry skin problems. With the superb moisturizing 
capability provided by 10% urea, ACUACARE/HP restores suppleness even to severely xerotic skin. 
Enhanced by the hygroscopic action of glycerin, the active water phase (water, urea and glycerin) of 
AQUACARE/HP accomplishes effective hydration where you need it. 

And the AOUACARE/HP active oil phase lubricates severe dry skin by supplementing the reduced 
lipid content and helping to keep water in contact with the dehydrated tissues. And a unique three- 
emulsifier system unifies the phases in an oil-in-water emulsion which resists washoff. 


AQUACARE for “everyday” dry skin conditions. AQUACARE, 
with 296 urea, has the same exquisite moisturizing base as its higher potency 
companion. This makes it ideal for minor complaints of dishpan hands, mild 
atopic dermatitis, pruritis, etc. Both AQUACARE and AQUACARE/HP bring 
a silky, soothing, “coolness” to dry skin, by virtue of the oil-in-water emulsion. 
And they are both formulated at a pH of 6 to avoid skin irritation. The lack of an 
oily appearance on the skin helps insure that your “cosmetic conscious” patients 


will like AQUACARE'’s looks as well as its feel. 


Excellent compounding vehicle. Because of their stability, and their 
compatibility with a great many useful dermatological preparations, both | 
AQUACARE and AQUACARE/HP are outstanding compounding vehicles. You can't choose a more 


pleasing base for your “tailor-made” prescriptions. 


Mild dry skin problems or severe, AQUACARE is one moisturizing product that really holds water. 





Herbert Laboratories 
Dermatology Division of Allergan Pharmaceuticals, Inc. 


Irvine, California 92713, U.S.A. 2834 








.! News and Notes. 


American Academy of Dermatology 
Names Meetings and Conventions Direc- 
tor.—Cheryl K. Nordstedt has been 
named director of meetings and 
conventions by the American Acade- 
my of Dermatology, according to 
Bradford W. Claxton, executive direc- 
tor. The academy, headquartered in 
Evanston, Ill, is the national organiza- 
tion of dermatologists and includes 
approximately 5,000 physicians who 
specialize in diseases of the skin. 

Nordstedt will supervise arrange- 
ments for all educational meetings 
sponsored by the academy, including 
the annual meeting, which will be held 
in San Francisco, Dee 2-8, 1978. Prior 
to joining the academy, Nordstedt 
was manager of conventions and 
conferences, American Hardware 
Manufacturers Association, Palatine, 
Ill. She has also served as convention 
service manager, Denver Hilton Hotel 
and as a high school teacher at Wichi- 
ta Heights (Kan) High School. 


Seventh Annual Consultant's Course.— 
The Seventh Annual Consultant’s 
Course will be held at the University 
of California Medical Center, San 
Francisco, March 6-9. On March 10, 
the course ends with the semi-annual 
meeting of the San Francisco Derma- 
tologie Society at the medical center. 
The faculty largely consists of mem- 
bers of the Department of Dermatolo- 
gy. Major guest lectureships inclu dethe 
Frank Allende and Ingram lecture- 
ships. For information, write or call 
Extended Programs in Medical Educa- 
tion, University of California, San 
Franciseo, CA 94143 (415-666-4251). 


Annual Hair Transplant Symposium.— 
The Annual Hair Transplant Sympo- 
sium and Workshop will be held in Hot 
Springs, Ark, Jan 25-27, 1979. It is 
sponsored by the American Academy 
of Faeial Plastic and Reconstructive 
Surgery, Ine, and endorsed by the 
American Society for Dermatologic 
Surgery. Registration fee is $720. For 
further information, please contact Dr 
D. B. Stough III, Program Director, 
Doctors Park, Hot Springs, AR 
71901. 
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Two Americans Elected to Executive 
Committee of IUVDT.—At the 29th 
General Assembly of the Internation- 
al Union Against the Venereal Dis- 
eases and the Treponematoses 
(IUVDT), in Leeds, England, May 21- 
24, 1978, two Americans were elected 
to the Executive Committee: John M. 
Knox and Leslie Nicholas. In addition, 
Dr. Knox was named regional director 
for America and Dr Nicholas was 
named a technical counsellor. The 
next general assembly of the IUVDT 
will be held in East Berlin, May 23-27, 
1980. 


Dermatopathology Fellowship, 1980- 
1981.—The Dermatopathology Fellow- 
ship at New York University School of 
Medicine is designed to prepare 


dermatologists and pathologists for a- 


career in dermatopathology within a 
medical center environment. This will 
be accomplished by full participation 
in an active dermatopathology labora- 
tory functioning within a department 
of clinical dermatology. 

The Fellow will learn the optimal 


handling of specimens in the laborato- 


ry and will study microscopically the 
more than 200 skin specimens that are 
processed daily in the laboratory. 
Included in the program will be atten- 
dance at clinical conferences in the 
Department of Dermatology and 
twice-weekly dermatopathology lun- 
cheon conferences where subjects of 
interest are discussed in depth. In 
addition, the Fellow is actively in- 
volved in planning and presenting the 
weekly dermatopathology conference. 
Each Fellow is expected to undertake 
an original project, pursue it in depth, 
and bring it to completion. 

The Fellowship in Dermatopatholo- 
gy is for one year. If six months of 
additional training in either general 
pathology or in clinical dermatology is 
desired by the Fellow, it will be 
arranged by Dr Ackerman. The 
stipend is $18,000 per year. 

Dr A. Bernard Ackerman, Director 
of Dermatopathology, is in charge of 
this program and serves as tutor and 
supervisor. Address inquiries to A. 
Bernard Ackerman, MD, 562 First 
Ave, New York, NY 10016 or call 
212-679-3200, ext 2766. 
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International Society of Tropical Der 
matology Symposium.-The Interna 
tional Society of Tropical Dermatolo- - 
gy Intermim-Congress Symposium. 
will be held in Israel, Nov 2-11, 1978. 
Items discussed will include immunol- 
ogy, leishmaniasis, tropical derma-_ 
toses observed in temperate climates, 
and free communications. For scien- ^ 
tific details and presentation of < 
papers in any session, write Professor us 
J. Sheskin, 4 Beth Hakerem St, Jeru- — 
salem. 1 










Third Annual Valley of the Sun 
Dermatologic Symposium.—The Third 
Annual Valley of the Sun Dermato- 
logie Symposium, sponsored by the 
Phoenix Dermatologie Society and the 
University of Arizona Medical School, 
Scottsdale, will be held Feb 28-March 
4, 1979. For more information, write © 
Lawrence H. Brecker, MD, 550 W 
Thomas Rd, Phoenix, AZ 85013. | 


Dermatology Meeting in Conjunction _ 
With. the American College of Physi- nor 
cians, March 25, 1979.—The American 
Academy of Dermatology, the Ameri- - 


the AMA Section Council for Derma- 
tology are sponsoring a dermatology . 
program on Sunday, March 25, 1979, in ^. 
conjunction with the American Col 
lege of Physicians annual meeting in E 
San Francisco (March 26-29). The . 
format will consist of 12-minute — 
presentations with three minutes for C 
discussion. If you wish to participate, 
please submit abstract(s) of no more = 
than 200 words, double spaced and in > 
duplicate, by Dec 1, 1978, to Dr George E 
W. Hambriek, Jr, Department of . 
Dermatology, College of Medicine, E. 
231 Bethesda Ave, Cincinnati, OH 
45261. e 








One-Day Pediatric Dermatology Sem- 
inars.—These courses, to be held at > 
Stanford University on Nov 4, 1978, .— 
Feb 3, 1979, May 5, 1979, and Aug 4, 
1979, will feature presentations by - 
Alvin H. Jacobs, MD, on, respectively, ..- 


common dermatologic disorders of — 


newborns, infants, and toddlers; prin- © 
ciples and practice of treatment and ` 
specifically atopic dermatitis, contact 
dermatitis, and related conditions; — 
acne vulgaris, psoriasis, bacterial and j 
fungal infeetions, and infestations; 5 
and birthmarks, inherited disorders of - 
the skin, and case presentations. ` 
These are AMA accredited postgrad- | 
uate seminars. For information, con- - 

tact Paul H. Jacobs, MD, Department | 
of Dermatology, Stanford University . 
School of Medicine, Stanford, CA . 
94305, or telephone 415-497-6101. 2 
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PATHOPHYSIOLOGY 


OF THE SKIN 
VOLUME 4 

- Edited by A. JARRETT 

| From the outset, this series has been ac- 


claimed as the most outstanding reference work 
available on the physiology of skin and skin dis- 
orders. The aim of the series is to provide a 
comprehensive survey of the literature, cover- 
ing all aspects of the subject, which until now 
could only be found by painstaking research 
through a wide variety of books and journals. 
The immense value of the work has already 
been recognized by practising dermatologists, 
medical graduates and biologists throughout 
the world. Volume 4 concentrates on the physio- 
logical facets of hair growth, including the ge- 
netics.of hair colour and the physical properties 
of hair fibre. It also covers recent advances in 
disorders of human hair growth. 


The economic importance of wool has en- 
couraged much of the fundamental work on the 
hair follicle to be carried out on sheep. This 
book contains information on the physico- 
chemical nature of wool and on its production 
which will be invaluable to zoologists and to 
biologists concerned with the wool industry. 


CONTENTS: E. Johnson, Cycles and patterns of 
hair growth. R. /. C. Spearman, Hair follicle de- 
velopment, cyclical changes and hair form. 
R. |. C. Spearman, The structure and function 
of the fully developed hair follicle. E. Johnson, 
The control of hair growth. E. Johnson, Environ- 
mental effects on the hair follicle. R. /. C. Spear- 
man, The biochemistry of hair formation and 
the chemistry of hair keratins. R. /. C. Spearman, 
The genetics of hair growth and coloration. 
R. 1. C. Spearman, The physical properties of 
hair. A. Jarrett, E. Johnson, and R. |. C. Spear- 
man, Abnormal hair growth in man. 

1977, 326 pp., $36.10/£18.50 ISBN: 0-12-380604-6 


Send payment with order and save postage and handlíng 
charge. Prices are subject to change without notice. 


U.S. customers please note: On prepaid orders—payment 
will be refunded for titles on which shipment is not pos- 
sible within 120 days. 


Academic Press, Inc. 


A Subsidiary of Harcourt Brace Jovanovich, Publishers 


111 FIFTH AVENUE, NEW YORK, N.Y. 10003 
24-28 OVAL ROAD, LONDON NW1 7DX 


Please send me: 


—-— Copies of Jarrett: The Physiology and Pathophysiology 
of the Skin 


Check enclosed __. 


NAM E 
ADDRESS 


CENT SP LP cre a ecu rael 
New York residents please add sales tax. 


Direct all orders to Mr. Paul Negri, Media Dept. 
ArchofDerma/10/78 


Bill me oaa 
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(hydrocortisone) 
Description: Hydrocortisone 7295, 1% or 21/96 in a water-washable cream containing 
purified water, propylene glycol. Quem monostearate, cholesterol and relatedesterois, 


isopropyl myristate, polysorbate 50, cetyt alcohol, sorbitan monostearate, polyoxyl 40 
Stearate and sorbic acid. 


Action: Topical steroids are primarily effective because of their anti-inflammatory, 
antipruritic and vasoconstrictive actions. 


Indications: For relief of the inflammatory manifestations of corticosteroid-responsive 
dermatoses. 

Contraindications: Topica! steroids are contraindicated in those patients with a history 
of hypersensitivity to any of the components of the preparation. 

Precautions: If irritation develops. the product should be discontinued and appropriate 
therapy instituted. 

In the presence of an infection the use of an appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does not occur promptly, the. corticosteroid 
should be discontinued until the infection has been adequately controlled. 


If extensive areas are treated or if the occlusive technique is. used there will be increased 
Systemic absorption of the corticosteroid and suitable precautions should be taken, 
particularly in chidren and infants. 

Although topical steroids have not been reported to have an adverse effect on human 
regnancy, the safety of their use in pregnant women has not absolutely been established. 
n laboratory animas, increases in incidence of fetal abnormalities have been associated 
with exposure of gestating females to topical corticosteroids. in some cases at rather 
low dosage levels. Therefore. drugs of this class should not be used extensively on pregnant 
patients, in large amounts, or for prolonged periods of time. 

The product is not for ophthalmic use. 

Adverse Reactions: The following local adverse reactions have been reported with 
topical corticosteroids, especially under occlusive dressings: burning. itching, irritation, 
dryness, folliculitis. hypertrichosis, acneform eruptions, ypopigmentation, perioral — 
dermatitis, allergic contact dermatitis, maceration of the skin, Secondary infection, skin 
atrophy, striae, miliaria. . 
Dosage and Administration: Apply to affected areas 3 or 4 times daily. 

How supplied: 27/95 — Tube 1 oz.: 1% and 14% — Tube 1 07. and Jar 4 oz. 

Caution: Federal law prohibits dispensing without prescription. 


(diiodohydroxyquin 1%, hydrocortisone 1% or 1/294) 


Description: Vytone Cream contains hydrocortisone 0.5% or 1% and dilodohydroxyquin 
1% in a greaseless cream of purified water, propylene glycol. glyceryl monostearate, 
cholesterol and related sterols, D dd myristate, polysorbates 20 and 60, cetyl alcohol, 
sorbitan monostearate, polyoxy! 40 stearate and sorbic acid. 


Actions: Combines the antifungal and antibacterial actions of diiodohydroxyquin with the 
antiinflammatory and antipruritic effects of hydrocortisone, providing effective therapy for 
broader control of various acute and chronic dermatological disorders. 


Indications: Based on a review of a related drug by the National Research 
E and subsequent FDA classification for that drug. the indications are as 
allows: 


"Possibly" Effective: Contact or atopic dermatitis; impetiginized eczema; — 
nummular eczema; infantile eczema: endogeneous chronic infectious. dermatitis: 


Stasis dermatitis, pyoderma: nuchal eczema and chronic eczematoid otitis 
externa: acne urticata: localized ot disseminated neurodermatitis: lichen simplex 
chronicus; anogenital pruritis (vulvae, scroti, ani); folliculitis, bacterial derma- 
tases: mycotic dermatoses such as tinea (capitis, cruris, corpons. pedis); 


monilliasis; intertrigo. Final classification of the less-than-effective indications 


requires further investigation. 





Contraindications: Topical steroids are contraindicated in viral diseases of the skin such 
as Varicella and vaccinia and in individuals when circulation is markedly impaired. Vytone 
Cream is contraindicated in those patients with a history of hypersensitivity to any of the 
components of the preparation. 


Warnings — Usage in Pregnancy: Although topical steroids have not been reported to 
have an adverse effect on the fetus, the safety of their use on pregnant patients has not 
been absolutely established. Therefore, they should not be used extensively, or in large 


amounts or for prolonged periods of time on pregnant patients. 


Precautions: For external use on Keep away from eyes. if irritation develops, the 
product Should be discontinued and appropriate therapy instituted, If extensive areas are 
treated or if the occlusive technique is used, the POR exists of increased systemic 
aropin of the corticosteroid and suitable precautions should be taken. Vay Shan 
Skin, hair, or fabrics, Diiodohydroxyguin may be absorbed through the skin and interfere 
with thyroid function tests. If such tests are contemplated, wait at least one month after 
discontinuance of Md to perform these tests. The ferric chloride test for phenyl: 
ketonuria (PKU) can yield a false positive result if ditodohydroxyquin is present in the 
diaper of urine. 

Prolonged use may resuit in oven rowth of nonsusceptible organisms requiring appropriate 
theregy. Keep out of the reach of children. 


Adverse Reactions: The owg adverse reactions have been reported with topical 
Steroids, either with or without occlusive dressings: burning sensations, itching, irritation, 
dryness, folliculitis. secondary infection, skin atrophy, striae. hypertrichosis, acneform 
eruption, and hypopigmentation. 

Dosage and Administration: Apply to affected areas. 3 or 4 times daily in accordance 
with physician's directions. 

How Supplied: Tubes, 1 07. 

Caution: Federal iaw prohibits dispensing without prescription. 





For Patient Starters Call Toll-Free (800) 523-6674 


Dermik Laboratories, Inc., Fort Washington, Pa. U.S.A. 19034 
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HYTONE 22% Cream 


(hydrocortisone) 


for rapid control of the majority of inflammatory dermatoses seen 
in office practice —a logical alternative to the fluorinated steroids. 


Followed by HYTONE 196 or 1/296 Cream, for maintenance 
therapy and ultimate control. 


“go 10 
VYTONE I, Or oh Cream (diiodohydroxyquin 1%, hydrocortisone 1% or 1/2%) 


for broader control of various acute and chronic dermatoses — 
hydrocortisone plus the antibacterial/antifungal actions of 
diiodohydroxyquin. 


Vytone has been evaluated as possibly effective for these indications; see adjoining prescribing information.) 
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Bensulfoid Lotion in mild acne: 


* An effective formulation of accepted anti-acne compounds. 





* Acts to dislodge sebaceous plugs. 


Lotion 
* Helps remove blackheads and aids in preventing pustules. 


Acne medication * Non-greasy for greater patient acceptance. 


you dont see... d. | Os. 
with results you do. Me pin pea t properly applied; or may be 


* May be used once a day —unless patient feels need for 
additional cosmetic application. 











Bensulfoid Lotion 


Formulation: Bensulfoid, 6% (33% colloidal sulfur); resorcinol, 2%: thymol, 0.5%: Zinc 
oxide, 6%; alcohol (v/v). 1296; perfume, cosmetic colors: preservative, Hexachlorophene, 0.1%. 








"m - o 7 
$ —— ponam oute 
KH ) «uum OUE nt 
HO She vent jon omnt 








POYTHRESS. .. . basic therapeutics for modern patient management. 


Col William P. Poythress & Company, Inc.. Richmond. VA 23261 


est tor the care or dry, 
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UPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.11590 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4P2B5, QUEBE! 
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d, parallel studies," Topicort® (desoximetasone) Less than 1% incidence 
am 0.25% demonstrated greater efficacy than of side effects. = 
e valerate cream 0.1% in the two most common Of 488 patients in the clinical 


. trials, side effects were seen 
responsive dermatoses. 


, in only 4 (0.8%).* And 
Overall Evaluation in 2 of the 4 patients, the 
EXCELLENT EXCELLENT 


GOOD. (CLEARANCE Telationship of side effects to 
OF DISEASE) the drug was uncertain. 


PORRO 39 100% 7% The convenience of 
BETAMETHASONE 4] 90% 54% b.i.d. dosage. And 


VALERATE 
the uniqueness of a 
TOPICORT 6l 84% 43% preservative-free, 


enim olent cream base: 
Hio ea 56 63% | 21% The specially developed, 
preservative-free Topicort base 
onducted U.S. studies confirm the outstanding worldwide ^ combines the emollience of an 
picort in more than 30 countries for up to E years. ointment with the cosmetic 
acceptability of a cream in a 
water-in-oil emulsion. This 
makes Topicort (desoximetasone 
especially useful in psoriatic and 
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*Data on file and available upon request 


TOPICORI 


(DESOXIME IASONE) 
EMOLLIEN I CREAM 0.257 


Animportant innovation from the research laboratories of 
Hoechst-Roussel Pharmaceuticals Inc. 
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EMOLLIENT CREAM 0.25% 


Description: Topicort® (desoximetasone) 
Emollient Cream 0.25% contains the active 
synthetic corticosteroid desoximetasone. 
Thechemicalname of desoximetasoneis 

Ya - fluoro - 118, 21 - dihydroxy - 16a - 
methylpregna - 1,4 - diene-3,20-dione. 
The chemical structure is: 


CH3 





Each gram of Topicort® (desoximetasone) 
Emollient Cream 0.25% contains 2.5 mg 
desoximetasone in an emollient cream 
consisting of isopropyl myristate, 
cetylstearyl alcohol, white petrolatum, min- 
eral oil, lanolin alcohol and purified water. 
Actions: Topicort® (desoximetasone) 
Emollient Cream is primarily effective be- 
cause of its anti-inflammatory, antipruritic 
and vasoconstrictive actions. 

Indications: Topicort® (desoximetasone) 
Emollient Cream is indicated for the relief 
of inflammatory manifestations of 
corticosteroid-responsive dermatoses. 
Contraindications: Topical steroids are 
contraindicated in vaccinia, varicella, and 
in those patients with a history of hyper- 
sensitivity to any of the components of the 
preparation. This preparation is not for 
ophthalmic use. 

Precautions: |f local infection exists, suit- 
able concomitant antimicrobial or antifun- 
gal therapy should be administered. If a 
favorable response does not occur 
promptly, application of the corticosteroid 
should be discontinued until the infection 
is adequately controlled. 

Although systemic side effects associated 
with absorption of topical corticosteroid 
preparations are rare, their possible oc- 
currence must be kept in mind when these 
preparations are used over large areas or 
for an extended period of time, or if occlu- 
sive technique is used. 

If irritation or sensitization develops, the 
preparation should be discontinued and 
appropriate therapy instituted. 

Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use during 
pregnancy has not been absolutely estab- 
lished; therefore, they should not be used 
extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 
Adverse Reactions: The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, ir- 
ritation, striae, skin atrophy, secondary in- 
fection, dryness, folliculitis, hypertrichosis, 
acneform eruptions and hypopigmentation. 
The following may occur more frequently 
with occlusive dressings: maceration of 
the skin, secondary infection, skin atrophy, 
striae, and miliaria. 

Dosage and Administration: Apply a thin 
film of Topicort® (desoximetasone) Emol- 
lient Cream 0.2596 to the affected skin 
areas twice daily. Rub in gently. 

How Supplied: Topicort* (desoxi- 
metasone) Emollient Cream 0.25% is 
supplied in 15- and 60-gram tubes. 


HOECHST-ROUSSEL 


PHARMACEUTICALS INCORPORATED 
SOMERVILLE. NEW JERSEY 08876 
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Society Transactions 


The Society Proceedings are edited by 
Dr Harry L. Arnold, Jr, Straub Clinic, Hono- 
lulu, HI 96813. Transactions and photo- 
graphs should be sent, in duplicate, direct- 
ly to him. 


The transactions presented were edited 
by Dr Arnold's predecessor. 


NEW ENGLAND DERMATOLOGICAL 
SOCIETY 


Feb 2, 1977 
Terry P. Hadley, MD, Recorder 


Mycobacterium | marinum |. Granuloma. 
Presented by PauL J. CATINELLA, MD 


This 24-year-old man’s current problem 
began in March 1976 with the onset of an 
asymptomatic, erythematous, scaling nod- 
ule, localized to the right third finger, 
which has slowly increased in size over the 
past year. He has been employed by a local 
retail store that deals in tropical fish and 
he has maintained and cleaned several 
different kinds of aquariums during the 
past vear. 

Examination showed a 1.5 x 2-em irreg- 
ular, erythematous, firm, raised nodular 
lesion over the knuckle of the third right 
metacarpophalangeal joint. 

Biopsy disclosed a granulomatous re- 
sponse of undetermined etiology following 
multiple histochemical studies. Mycobac- 
terium marinum, sensitive only to cyclo- 
serine, grew in cultures of the biopsy spec- 
imen. Therapy has not been administered 
because of the unusual resistance of the 
organism. 


Discussion 


Davip S. FEINGOLD, MD: Most M mari- 
num infections improve after a few 
months to a few years. According to the 
literature, about 80% of untreated lesions 
disappear within 36 months. Given the 
additional fact that the lesions are often 
not bothersome, it is rarely justifiable to 
use toxic agents to treat M marinum infec- 
tions. 

The organism can be very resistant to 
antibiotics, including isoniazid. The organ- 
ism infecting this patient was sensitive 
only to cyeloserine, which probably should 
not be used, because it causes substantial 
CNS symptoms and often induces 
resistance on prolonged use as a single 
agent. 

Minocycline has recently been reported 
to effect rapid cure in patients with M 
marinum infections.' It might be worth a 
try. If the condition does not respond, then 
what to do? Surgical removal of lesions is 
often effective: complete excision, curet- 
tage, and electrocoagulation, or treatment 
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with liquid nitrogen have been found help- 
ful. In summary first try minocycline; if 
minocycline does not help, then ablate as 
much of the lesion as is feasible. The 
alternative would be just watchful neglect, 
since the odds favor disappearance of the 
lesion over months to a few years. 

A PuvsiciAN: How do you culture these 
organisms? 

DR FEINGOLD: Mycobacterium marinum 
does not grow at 37 °C as M kansasii and 
several of the other atypical mycobacteria 
will. The optimal specimen for culture is a 
small skin biopsy specimen that is ground 
up under sterile conditions and eultured by 
the laboratory to which you send your 
specimens for M tuberculosis. You must 
warn them that you are considering M 
marinum so that they will be sure to 
incubate the culture at 30 °C. The organ- 
isms take about three weeks to grow. 

TERRY HaADLEY, MD: Dr Kim reported in 
the ARCHIVES the use of tetracycline for 
this rather than minocycline. 

DR FEINGOLD: I saw this letter." I am not 
sure how to interpret it, since some of the 
organisms were extremely resistant to 
tetracycline. Dr Kim suggested that a 
tetracycline activity other than bacteri- 
ostasis may be responsible. Contrarily, M 
inarinum is sensitive to low levels of mino- 
cycline, which is probably the therapy of 
choice. 


Nonproprietary Names 
and Trademarks of Drugs 


Cycloserine—Oxamycin, Seromycin. 
Minocycline—Minocyn. 
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2. Kim R: Tetracycline therapy for atypical 
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MICHIGAN DERMATOLOGICAL 
SOCIETY 


Oct 6, 1976 
Alejandro Morales, MD, Recorder 


Nodular Lymphoma of the Scalp in 
Systemic Lupus Erythematosus. Pre- 
sented by MARTIN Hart, MD. 


A 42-year old woman’s disease was diag- 
nosed as systemic lupus erythematosus 
(SLE) about ten years ago. She had arthral- 
gias and myalgias intermittently. There 
were extensive skin and nail lesions. 


Society Transactions 





/ Recently, she noted a large, boggy, ery- 


thematous, hairless nodule of the left 
parietal scalp. The significant laboratory 
studies showed a positive antinuclear 
factor at 1:320, speckled type. The LE test 
wasenegative, and the rheumatoid factor 
was 1:40. The results of kidney function 
studies were within normal limits. Skin 
biopsy specimens were characteristic of 
LE, and a biopsy specimen of the scalp 
lesion showed a heavy infiltration with 
cells of the histiocytic or reticular series. 
There were numerous mitoses and abnor- 
mal nuclei. The patient had been treated 
with hydroxychloroquine (Plaquenil) sul- 
fate, aspirin, and prednisone in doses of 30 
mg every other day. 


Discussion 


Dr Hart: The intriguing aspect of this 
case is the possible interrelationship 
between the patient's established SLE and 
the recently discovered lymphoma. Many 
communications’ have discussed this unus- 
ual occurrence, and I would like to touch on 
some of the current thinking. Most of the 
communications have been in the hemato- 
logic literature; little is found in derma- 
tology journals. 

Miller? discussed the relation between 
connective tissue disease and lymphoma. 
In this communication, lymphoma subse- 
quently developed in 17 of the patients 
with connective tissue disease. Five of 
these were classified as SLE. Various 
lymphomatous manifestations, including 
Hodgkin's disease, chronic lymphocytic 
leukemia, and follicular lymphosarcoma, 
developed in all of the patients. 

Several theories have been offered: (1) 
The unmasking of a forbidden clone may 
cause immunologically competent cells to 
stimulate the lymphoreticular system into 
development of a lymphocytic type of 
neoplasm. (2) A preceding connective 
tissue disease may act as an antigenic 
stimulant to the lymphoreticular system 
resulting in tumor production. (3) There 
may be genetic predisposition of such 
patients to both diseases. 

Some authors have been unable to estab- 
lish any increased risk in patients with 
lymphoma, with either SLE or rheumatoid 
arthritis. However, Miller? divided more 
than 2,100 cases of tumors, into 1,963 
patients with solid tumors, of whom only 
0.58% subsequently developed any signs or 
symptoms of connective tissue disorders, 
and 264 with lymphomatous disease, of 
whom 1.83% eventually showed clinical or 
laboratory evidence of connective tissue 
disease. 
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Linear Morphea. Presented by MARVIN 
SIEGAL, MD. 


A 15-year old girl was referred by her 
pediatrician in February 1976 for evalua- 
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tion of a rash on the right side of unknown 
origin. It was asymptomatic, was charac- 
terized by diffuse erythema, and had been 
present for three weeks. She was seen 
again in June 1976. The areas of erythema 
had become sclerotic. 

Physical examination revealed linear 
thickening and mild hyperpigmentation of 
the right arm, which extended to the right 
fourth and fifth fingers. There were 
similar changes on the torso, right leg, and 
hip. Results of the laboratory examination, 
including the gastrointestinal series, were 


normal. Chest and dental x-ray films were 


also normal. 

Results of histopathologic studies did not 
show significant change in the epidermis, 
but the collagen bundles of the corium were 
thickened and homogenized with narrow- 
ing of the interfascicular spaces. Fixed 
tissue cells were few, and there was incar- 
ceration of the sweat coils. Marked atrophy 
of the pilosebaceous structures was noted. 
The corium showed some foci of chronic 
inflammatory cell infiltrate, mostly lym- 
phocytic. 


Discussion 


T. K. BuRNHAM, MD: This girl seems to 
have a combination of two different forms 
of scleroderma. She has a linear compo- 
nent, especially marked on the right arm, 
and also has plaques of morphea on her 
abdomen, which aren't really in a linear 
distribution. To discuss scleroderma as a 
disease spectrum, one has to compare it 
with the disease spectrum of lupus ery- 
thematosus (LE). Like LE, scleroderma is 
one disease that can be classified into a 
number of different "slots" within the 
spectrum, with the most benign type at one 
end and the most severe form at the other 
end of the spectrum. The most benign slot 
is represented by localized morphea, 
followed by guttate and then generalized 
morphea as the next two slots. Higher on 
the scale would be linear scleroderma, 
followed by the CRST syndrome, which is 
generally considered to be a benign form of 
scleroderma, although there is some con- 
troversy regarding this.' The next higher 
slot would be the acrosclerotic type of 
scleroderma, which is considered to be 
usually more benign than the diffuse 
form.' However, the precise slot of patients 
in the last two groups would depend on 
what other systems are involved and the 
severity of involvement of that system. At 
the most severe end of the spectrum would 
be the patients with extensive renal 
involvement. 

A similar upward progression in the 
spectrum is seen with regard to the inci- 
dence of positive antinuclear antibody 
(ANA) tests in patients in these different 
slots. With the exclusion of weak homoge- 
neous results that are not significant, the 
incidence of positive ANA tests were as 
follows: morphea, 13%; linear scleroderma, 
67%; and acrosclerotic and diffuse sclero- 
derma combined, 80%.’ Therefore, linear 
scleroderma seems again to be somewhere 
in the middle of the spectrum. Although 
there are reports of conversion of localized 
forms to multisystem involvement, it is 
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unusual, as in LE, for patients to progress 
to higher slots in the spectrum once the 
disease has been present and stable for a 
number of years. 

Differences in ANA patterns and titers 
may serve as immunologic markers for 
different subsets or slots in the disease 
spectrum of scleroderma similarly to what 
is seen in LE.’ In LE we found that certain 
patterns were associated with very benign 
forms of the disease (large and small 
speckle-like threads), whereas other pat- 
terns were associated with severe and 
moderately severe forms regarding the 
likelihood of renal involvement.’ In sclero- 
derma, as well as differences in the inci- 
dence of positive ANA tests in the 
different slots, there are also differences 
regarding the incidence of certain pat- 
terns. For example, speckles were found by 
us most frequently in the CRST syndrome 
with six or seven patients who had this 
pattern. Furthermore, 27.3% of patients 
with Raynaud's disease had speckles.‘ This 
group possibly represents patients with 
subclinical and probably benign forms of 
scleroderma. The Raynaud’s and CRST 
findings suggest that speckles may be of 
good prognostic significance in patients 
with scleroderma. Possibly then, just as we 
can already now use certain patterns as 
immunologic markers for specific subsets 
in the LE spectrum, so might we be able to 
use these patterns in a similar manner in 
the future in examining patients with scle- 
roderma. 

Dr SIEGAL: As you can see, we haven't 
made any great therapeutic breakthrough 
here. What was interesting to me in her 
case is that I don’t think I’ve ever seen a 
case of an unilateral erythema preceding 
it. She came to the office with a unilateral 
erythema in these areas, and I could not 
explain it. She felt fine in every way, and I 
think it is instructive. I don’t know what I 
could have done about it in retrospect. I 


have never seen unilateral erythema 


preceding scleroderma in exactly the same 
area. 


EDWARD KRULL, MD: Is that erythema or : 


edema? 

DR StEGAL: Erythema. Like a nonspecific 
toxic erythema. I called it on my chart a 
toxic vasculitis. Just an erythema, unilater- 
al, right arm and right leg. In retrospect, if 
one patient with this sign comes into your 
office, it may be a tip-off to early sclero- 
derma or linear scleroderma. This is the 
first time I’ve seen both in the early and 
late stage. 
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XERAC BP5* & XERAC BP10* 


oenzoyl peroxide hydrosel* 


Free of alcohol or acetone, XERAC BP5* and XERAC BP10*, benzoyl 
peroxide hydrogel*, are an important advance for the patient unable to 


tolerate other gel bases. 


Samples available on request. 
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> n conditioning lotion that merits 
7 your consideration and recommendation 


— Promotes the natural 
- healing of dry skin ^ A 


m Healing help for dry skin 

WONDRA works to help the skin restore 

— . itself to an improved condition, softening the 
-— skin and helping to eliminate roughness, 
chapping, flaking, and scaling. 





















m Clinically proven effectiveness 
Three sixeweek, double-blind clinical studies 
involving 574 men and women proved that 
WONDRA was significantly effective in 
alleviating dry skin problems. 
m Provides immediate relief 
WONDRA quickly lubricates the skin to 
provide Immediate relief from rough, dry skin. 


m Long-term protection with regular use 

By forming @p occlusive film on the surface of 
the skin, WOINDRA helps the body retain its 
natural moisfljre, providing long-term protection 
against thelloblems caused by dry Skin. 
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The Neu Spirit of HOP€ 


The hospital ship HOP€ has been retired 
but her spirit lives on in worldwide land-based teaching programs. 
Get in the spirit of HOPE. 


Give to: 
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When your acne patients 


are seeing red. 


(Due to inflammation from 
acne or its treatment.) 








Inflammation. You know it 
happens. And it's distressing to the pa- 
tient. Sometimes the acne itself causes 
the inflammation. Sometimes inflam- 
mation and redness are the side effects 
of other topical acne therapies such as 
benzoyl peroxide or retinoic acid. 


Problem inflammation? 
Prescribe Komed HC Acne Lotion. 


Komed HC contains hydro- 
cortisone to reduce inflammation plus 
sodium thiosulfate and salicylic acid — 
long recognized as effective for the con- 
trol of acne. The unique Komed base aids 
in drying the skin by reducing the 
amount of surface oils. 


Kome 


hydrocortisone acetate 0.5%, sodium 
thiosulfate 8%, salicylic acid 2% 





Komed HC for control of acne 
and its inflammation. 


CONTRAINDICATIONS: Topical Steroids are contraindicated in varicella 
and vaccinia, andin those patientswitha history of hypersensitivity toany of 
the components ofthe lotion. PRECAUTIONS: Inthe presence of infection, 
the use of an appropriate antifungal or antibacterial agent should be insti- 
tuted. Ifafavorable response doesnotoccur promptly, application should be 
discontinued until the infection has been adequately controlled. If extensive 
areasare treated, or ifan occlusive technique is used, the possibility exists of 
increased systemic absorption of the corticosteroid and suitable precau- 
tionsshouldbe taken. Ifirritation or sensitization develops, discontinue use 
and institute appropriate therapy. Although topical steroids have not been 
reported to have an adverse effect on pregnancy, the safety of their use 
during pregnancy has not been established; therefore they should not be -— 

used extensively on pregnant patients, in large amounts, or for prolonged periods of time. Not for 
ophthalmic use or use around the eyes. ADVERSE REACTIONS: The following local adverse reactions 
have been reported with topical corticosteroids: burning, itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, and hypopigmentation. The following may occur more fre- 
quently with occlusive dressings than without such therapy: maceration of the skin, secondary 
infection, skin atrophy, striae, and miliaria. 





895 Kifer Road 


< Barnes-Hind Pharmaceuticals, Inc.” 
Sunnyvale, California 94086 


Is Atopic Dermatitis ` 
a place for water? 


The most important factor in the management of 
patients with atopic dermatitis is keeping the skin moist, 
according to members of a panel discussing the 
disease at a conference on dermatologic practice held 
at the University of North Carolina School of Medicine." 


- ^ ~ 
> aa Pe 
) u TR uoo 1 
n dini. 


CO €" ah 
-—— ——— ae a tt. m 
y L4 ^ DII q 
" SN 





4 E: d ^ ® 
: zi m Cream 
with 
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TRIAMCINOLONE ACETONIDE 
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quatain base 
4.3% water 








e May help keep treatment areas supple and smooth 
during atopic therapy. 


e ^ hydrophilic vehicle that patients like. 77-100% of the 
134 patients in 4 different studies commented favorably 
on the non-drying effect of ARISTOCORT® A7 


@ A proven steroid. Excellent or moderate response in 
83 of 86 atopic patients treated in 4 double-blind studies? 


e A wide choice of potency, vehicle and package size. 





Is your topical steroid working with 
or against your regimen? 


*Data on file, Dept. of Medical Research Lederle Laboratories 1. Skin and Allergy News, November, 1977. 


INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

CONTRAINDICATIONS: Viral skin diseases, 
such as varicella and vaccinia; hypersensi- 
tivity to any component (not for ophthalmic 
use); when circulation is marked!y impaired 
WARNINGS: Safety use in pregnancy has 
not been absolutely established. Do not use 
extensively, in large amounts, or for pro- 


longed periods of time in pregnant patients. 


PRECAUTIONS: If irritation develops, dis- 
continue use and institute appropriate ther- 
apy. in infections, use appropriate antifungal 
or antibacterial agents; if a favorable 
response does not occur promptly, discon- 


tinue the corticosteroid until the infection 
is adequately controlled. If extensive areas 
are treated or the occlusive technique is 
used, increased systemic absorption of the 
corticosteroid may occur; take suitable 
precautions. 


ADVERSE REACTIONS: (local) Burning, 
itching, irritation, dryness, folliculitis, hyper- 
trichosis, acneform eruption and hypopig- 
mentation. 

ARISTOCORT A CREAM: Each gram of 
ARISTOCORT A contains 0.25 mg (0.025%), 
1 mg. (0.1%) or 5 mg. (0.5%) of the highly 
active steroid, Triamcinolone Acetonide (a 
derivative of triamcinolone) in AQUATAIN, a 
specially formulated base composed of 





emulsifying wax NF, isopropyl palmitate, 
glycerin USP, sorbitol solution USP, lactic 
acid, 2% benzyl alcohol and purified water. 


AQUATAIN is non-staining, water-washable, 
paraben-free, spermaceti-free and has 
a light texture and consistency. 


LEDERLE LABORATORIES, eT» 


A Division of American Cyanamid Company 
Pearl River, New York 10965 
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8/15/68—The patient was a 29-year-old woman who 
had undergone multiple excisions of basal cell car- 
cinomas since 1958, which accounts for the scar tissue 
seen in these photographs. Two superficial, scaly, 
reddish patches were present on the right shoulder. 

A 1-mm punch biopsy performed on one of the lesions 


confirmed a diagnosis of superficial basal cell 


carcinoma. Treatment with twice daily applications of 
Efudex (fluorouracil) 9% Cream was begun on 9/5/68. 


pm 
PROVEN TOPICAL TREATMEN 
-FOR SUPERFICIAL BASAL CEL 
CARCINOMA. 


in patients with multiple lesions or difficult treatment sites 


93% Success Rate on 113 Lesions in 54 Patients 


Before prescribing, please consult com- 
plete product information, a summary of 
which follows: 

Indications: Multiple actinic or solar 
keratoses. In 5% strength, superficial basal 
cell carcinoma when conventional methods 
are impractical, such as with multiple lesions 
or difficult treatment sites. Establish diagnosis 
before treating, as this method has not been 
proven effective in other types of basal cell 
carcinomas. Conventional techniques pre- 
ferred for isolated, easily accessible lesions, 
as success rate is nearly 100%. Success rate 
with Efudex is about 93%. 
Contraindications: Patients with kono 
hypersensitivity to any of its components. 
Warnings: If occlusive dressing is used, may 
increase inflammatory reactions in adjacent 
normal skin. Avoid prolonged exposure to ul- 
traviolet rays. Safe use in pregnancy not es- 
tablished. 

Precautions: If applied with fingers, wash 
hands immediately. Apply with care near eyes, 
nose and mouth. Solar keratoses failing to re- 
spond should be biopsied. Warn patients that 
treated area may be unsightly during therapy 
and sometimes for several weeks after. Per- 
form follow-up biopsies in superficial basal 
cell carcinoma. 


Adverse Reactions: Local—pain, pruritus, 
hyperpigmentation and burning at application 
site most frequent; also dermatitis, scarring, 
soreness, tenderness, suppuration, scaling 
and swelling. Also reported—insomnia, 
stomatitis, irritability, medicinal taste, photo- 
sensitivity, lacrimation, telangiectasia, 
leukocytosis, thrombocytopenia, toxic granu- 
lation and eosinophilia. 

Dosage and Administration: When Efudex 

is applied erythema occurs, then vesiculation, 
erosion, ulceration, necrosis, epithelization. 
Actinic or solar keratosis—apply sufficient 
quantity to cover lesions, twice daily. Usual 
length of therapy is 2 to 4 weeks. Superficial 
basal cell carcinomas—apply sufficient quan- 
tity (only 5% strength recommended) to 
cover lesions, twice daily. Continue treatment 
for at least 3 to 6 weeks, but possibly as long 
as 10 to 12. 
How Supplied: Solution, 10-ml drop dispen- .. 
sers containing 296 or 596 fluorouracil on a 
weight/weight basis. Cream, 25-Gm tubes 
containing 596 fluorouracil in a vanishing 
cream base. 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 








10/3/68— The typical inflammatory 12/19/68— Complete healing, with 3/13/73— Follow-up examination 


response appeared promptly, and excellent cosmetic results, had oc- more than four years after discon- 
treatment was discontinued after four | curred within the ten weeks following tinuation of therapy indicated no re- 
weeks when gross examination indi- termination of therapy. Biopsy re- currence of malignancy. Cosmetic 
cated that no further malignancy was | vealed no further evidence of malig- results with Efudex (fluorouracil) 5% 
present. nancy. Cream were acceptable. 


Efudex (fluorouracil) 5% Cream 


lll effective topical therapy for multiple lesions 
or difficult treatment sites 
However, conventional methods are preferred for 
single lesions or those in easily accessible locations. 

ll cosmetically desirable final results, with 
minimal if any scarring 
Patients should be told that the lesion, and possibly 
some of the surrounding skin, may become 
temporarily inflamed during therapy. 

lll à proven cytotoxic agent, with no systemic 
toxicity when used properly 

E b.i.d. application is convenient and 
economical for your patient 


Ef udex5% Cream 


fluorouracil /Roche 


nace THE TOPICAL ALTERNATIVE FOR SUPERFICIAL 
BASAL CELL CARCINOMA 


Potency in 
lichen simplex 
chronicus 


Lichen simplex chronicus — with its circumscribed, lichenified 
pruritic lesions — remains an erratic, often difficult to control 
dermatosis. Accordingly, Lidex represents an excellent 
choice in the treatment of its inflammatory manifestations. 


Fluocinonide is 10096 dissolved in the Lidex base for optimal 
lesion penetration. It offers anti-inflammatory, vasoconstric- 
tive, antipruritic actions and is backed by a proven record 
of performance in dermatology. 


Available in a variety of forms and sizes to suit the needs of 
the individual patient. Cream, ointment, Topsyn® (fluocinonide) 
gel 0.05%, and Lidex*-E (fluocinonide) 0.05% — a soothing 
emollient cream. 


The photomicrograph at left shows a cryofractured cross 
section of a lichen simplex chronicus lesion. Extensive 
hyperkeratosis (A) and acanthosis (B) are evident. Nuclei of 
keratinocytes appear in empty oval depressions. Note disor- 
ganized desquamation of superficial corneocytes. (Technique 
color imposed on photomicrograph, magnified 130X.) 
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PALO ALTO, CALIFORNIA 94304 
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LIDEX” (fluocinonide) OOo ere 
Cream and Ointment 0.05% ° 










LIDEX -E (fluocinonide) 

Cream 0.05% 

TOPSYN' (fluocinonide) | American 
Gel 0.05% Pola cae eta Association 

Summary of prescribing information Ea 






Description LIDEX cream 0.05%, LIDEX ointment 

0.05%, LIDEX-E cream 0.05%, and TOPSYN gel 0.05% 
contain the active compound fluocinonide. Fluocino- 
nide, which is the 21-acetate ester of fluocinolone 
acetonide, has the chemical formula 6a, 9-difluoro-11£, 
16a, 17, 21-tetrahydroxypregna-l, 4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone, 2l-acetate. 

LIDEX cream contains fluocinonide 0.5 mg/g in FAPG® 
cream, a specially formulated cream base consisting 
of stearyl alcohol, polyethylene glycol 6000, propylene 
glycol, 1,2,6-hexanetriol and citric acid. This white 
cream vehicle is greaseless, non-staining, anhydrous 
and completely water miscible. The base provides 
emollient and hydrophilic properties. In this formu- 
lation, the active ingredient is totally in solution. 
LIDEX Seen a on; 0.5 mg/g in 
a specially formulated ointment base consisting of , . : 

Amerchol CAB (mixture of sterols and higher alcohols), „lf you re looking : ae -OF looking for a "Y 
white petrolatum, propylene carbonate and propylene | for a new practice opportunity physician to fill a position 


glycol. It provides the occlusive and emollient effects 


desirable in an ointment. In this formulation the i i 3 ici 
e moredient is jotalip in uokition. This new AMA Opportunity Place- The new AMA Physician Placement 


Service 













Opportunity ^j À 
Placement = 
Register 





DEN E cream contains fuocinonide 0.5.29/g in à ment Register contains a description Register lists over 4,000 physicians 
water-washable aqueous emollient base of stearyl of over 4,000 available practice oppor- seeking new practice opportunities. 
alcohol, cetyl alcohol, mineral oil, propylene glycol, ES D ; 1 : i ; 

sorbitan monostearate, polysorbate 60, citric acid tunities. Each listing is a brief coded It includes a brief coded vitae, as well 
nd M ID dice rot summary covering location, type of as specialty and type of practice 
specially formulated gel base consisting of propylene | Practice, area of specilization, and preferences and current professional 
glycol, propyl gallate, disodium edetate, and other data. Included are two indexes status. Two computer-generated in- 


Carbopol 940 (carboxypolymethylene) with NaOH ; : i TES 2 nM > 
and/or HCl added to adjust the pH. This clear, color- | tO assist you in quickly finding the  dexes facilitate finding suitable can- 


less, thixotropi i i ] -staini i i i 

and completaly water miscible, In this formulation, | MOSH suitable opportunity. dieatas, 

the active ingredient is totally in solution. Fast turnaround! 

Indications For relief of the inflammatory manifes- 

ya aR iR ANS nia rae x Either Register is mailed within 24 hours of receipt of 
Eua and eoricalla. Series stew ade mm cae your request. After receiving your selections of the prac- 
indicated in those patients with a history of hyper- tice opportunities or physicians on which you want fur- 


sensitivity to any of the components of the preparation. à ^ ; 
D uilane li ififafion derelopii: the cream. olit- ther information, full-page computer printouts on each 


ment or gel should be discontinued and appropriate selection are sent within 10 days. 
therapy instituted. 


In the presence of an infection, the use of an appro- 


priate antifungal or antibacterial agent should be Order your Register now! 

instituted. If a favorable response does not occur M. 

promptly, the corticosteroid cream, ointment or gel Published quarterly by the AMA Physicians' Placement 
should be discontinued until the infection has been à ; 

adequately controlled. Service, these two Registers are the only comprehen- 
If extensive areas are treated, He patti exists of sive national listings of practice opportunities and 
Sa Eene GSaorption Gngauiteme proca- physicians who are seeking new positions. Use the ap- 
Although topical steroids have not been reported to propriate coupon below for the Register you desire. 


have an adverse effect on pregnancy, the safety of 
jeep sar = prognan females au Rot nara been 
established. Therefore, they should not be used exten- 

sively on pregnant patients, in large amounts or for OPPORTUNITY PLACEMENT REGISTER 
prolonged periods of time. 


PHYSICIAN PLACEMENT REGISTER 


These products are not for ophthalmic use. AMA Physicians' Placement Service AMA Physicians' Placement Service 
Adverse reactions The following local adverse reac- American Medical Association American Medical Association 
tions have been reported with topical corticosteroids: 535 N. Dearborn/Chicago, IL 60610 535 N. Dearborn/Chicago, IL 60610 


burning sensations, folliculitis, itching, acneform 
eruptions, irritation, hypopigmentation, dryness, 


striae, secondary infection, skin atrophy. YES, | am interested jn a new practice 


YES, | am seeking the services of a 


Dosage and administration A small amount should opportunity. Please send me the new , physician. Please send me the new AMA 
be gently massaged into the affected area three or AMA OPPORTUNITY PLACEMENT ! PHYSICIAN PLACEMENT REGISTER, 
How supplied form. A 


LIDEX Cream 0.05% — 15g, 30g and 60g tubes 

LIDEX Ointment 0.05% — 15g, 30g and 60g tubes N 
LIDEX-E Cream 0.05% — 15g and 60g tubes ame 
TOPSYN Gel 0.05% — 15g and 60g tubes 


Name 


Organization 
Address 

Address 
City/State/Zip 


| 
| 
| 
| 
| 
| 
| 
| 
four times daily, as needed. REGISTER, along with the registration | along with the registration form. 
| 
| 
| 
| 
| 
| City/State/Zip 
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$pend just 30 
minutes a week 
with American 
Medical News 








With a heavy patient load and the paperwork 
and the scientific reading you have to do, 
you don't have the time to sift through a lot 
of different publications to find out what's 
happening in the practice of medicine. 


One publication gives you all the news you 
need to know: American Medical News! It's 
designed and edited for the busy 
practitioner. Every week American Medical 
News wraps up all the news in medicine 

in a package that is fast paced, easy 

to read, accurate, and thought provoking. 


American Medical News is must reading 
because you need to keep up-to-date on 
those developments that could affect the 
way you practice medicine. And no other 
publication can match it for timely, 
comprehensive coverage of the news. 


Give American Medical News just 30 
minutes a week; it will give you all the news 
you need to know on what's happening in 
the practice of medicine. 
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GERMEN 
DPROPIONA 


Prompt and Effective 
Topical Action for Everyday 
Steroid-Responsive 
Dermatoses 


Rapid onset of response 
- Economy and convenience 
of b.i.d. dosage 


Occlusive dressings 
rarely needed 


sensitivity is unusual 















vailable for prescribing flexibility in cream, ointment, and lotion. 
Iso available in aerosol, which is indicated for contact dermatitis only. 


lease see Clinical Considerations section which follows... 
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DIPROSONE' 

brand of betamethasone dipropionate 

Cream 0.05%, Ointment 0.05%, Lotion 0.05% w/w, 
Aerosol 0.1% w/w 

(Potency expressed as betamethasone) 

For Dermatologic Use Only 


ACTIONS: DIPROSONE Cream, Ointment, Lotion, 
and Aerosol are primarily effective because of their 
anti-inflammatory, antipruritic, and vasoconstrictive 
actions. 


INDICATIONS: DIPROSONE Cream, Ointment, and 
Lotion are indicated for the relief of the inflammatory 
manifestations of corticosteroid-responsive derma- 
toses. 


DIPROSONE Aerosol is indicated solely for the adjunc- 
tive topical management for the relief of inflammatory 
manifestations of acute contact dermatitis. 


DIPROSONE Aerosol has not been shown to be effec- 
tive in any steroid-responsive dermatosis other than 
contact dermatitis. 


CONTRAINDICATIONS: DIPROSONE Cream, Oint- 
ment, Lotion, and Aerosol are contraindicated in vac- 
cinia and varicella. Topical steroids are contraindicated 
in those patients with a history of hypersensitivity to any 
of the components of such preparations. 


DIPROSONE Aerosol is also contraindicated for use 
under occlusive dressings. 


WARNINGS FOR DIPROSONE AEROSOL: Keep 
DIPROSONE Aerosol away from eyes or other mucous 
membranes. Use only as directed; intentional misuse by 
deliberately concentrating or inhaling the contents can 
be harmful or fatal. Avoid freezing of the tissue by not 
spraying for more than three seconds, at a distance of , 
not less than six inches. Contents under pressure. Do à 

not puncture. Do not use or store near heat or open l h d 
flame. Exposure to temperatures above 120° Farenheit econ om I Cd m et O 
may cause bursting. Never throw container into fire or 


incinerator. Keep DIPROSONE Aerosol out of reach of of pe l m a n e n { 


children. 


PRECAUTIONS: If irritation develops with the use of h f Y] | E 
DIPROSONE products, treatment should be discontin- a ] r Ie O Va 

ued and appropriate therapy instituted. In the presence f f. | b d 

of an infection, the use of an appropriate antifungal or f Ol ] ] ace / e B. S / O y 
antibacterial agent should be instituted. If a favorable 

response does not occur promptly, the corticosteroid 





plani be discontinued until the infection has been To save valuable office time, 
equately controlled. é 

If extensive areas are treated or if the occlusive tech- you can confidently recommend 
nique is used, the possibility exists of increased systemic Perm a Tweez to your patients 
absorption of the corticosteroid and suitable precau- 5 

tions should be taken. Although topical steroids have not for their home use. 


been reported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has not been 
absolutely established. Therefore, they should not be 


used extensively in pregnant patients, in large amounts & 2 i 3 
or for prolonged periods of time. DIPROSONE products Battery ap erated Instrument self 
are not for ophthalmic use. sterilizes when current flows. 
ADVERSE REACTIONS: The following local adverse p d If : dl 
reactions have been reported with topical corticoste- e atented selt-correcting needle. 
roids: burning; itching; irritation; dryness; folliculitis; 

hypertrichosis; acneiform eruptions; hypopigmentation. 2 No-pu ncture safety feature helps 
Additionally, the following may occur with DIPROSONE prevent infection. 


Aerosol and also may occur more frequently with 


occlusive dressings than without such therapy: macera- P 
tion of the skin; secondary infection; skin atrophy; striae; e Proved ci in ical ly safe 
miliaria. (report on request). 


DOSAGE AND ADMINISTRATION: DIPROSONE 
Cream and Ointment are applied as a thin film over the 
affected skin areas twice daily, in the morning and at 
night. Clinical studies of DIPROSONE have indicated 


that applications twice a day are generally adequate. r= =æ æ æm FOR PHYSICIAN ORDERING m um m um X 


Apply a few drops of DIPROSONE Lotion to the affected 
areas and massage lightly until it disappears. Apply twice GENERAL MEDICAL CO., Dept D-102 
1935 Armacost Ave. 


daily, in the morning and at night. For the most effective 
West Los Angeles, CA 90025 


and economical use, apply nozzle to affected area and 
30 DAY FREE TRIAL EXAMINATION. 


gently squeeze bottle. 

DIPROSONE A | may be held upright or inverted Abi 
tpe Mop coe crash (May be returned with no obligation.) 

[] PERMA TWEEZ $19.95 


during use. The spray should be directed onto the 
affected area from a distance of not less than six inches 

O ATTACHMENT $3.00 
(for treating others) 


and applied for only three seconds. Apply DIPROSONE 
Aerosol sparingly to the affected skin area three times a 

day. 

Aerosol packaged by Aerosol! Techniques, Inc., Arm- [] INVOICE AFTER 30 DAYS 
strong Laboratories Division, West Roxbury, MA. 02132. [] CHECK ENCLOSED 


For more complete details, consult package insert or 
Schering literature available from your Schering 


Representative or Professional Services Depart- DR 
ment, Schering Corporation, Kenilworth, New Jersey 
07033. DECEMBER 1977 STREET 
DSL eS ee casu I ich acad 


Lem æ m m m momo m m m m m m m m m m m Um Um 9d 
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lf wll Tc iot usin:- CPT-5, P A T- 
missing the boat--- 
and a way to cut 
your administrative 


reporting time and costs 
in half...or better! 








Nobody has to tell you how time-consuming 
filling out medical reports can be. Well, 
Physicians’ CURRENT PROCEDURAL TERMINOLOGY 
can cut preparation time in half—or even better. 

Instead of having to write lengthy descriptions of pro- 
cedures, you or your administrative staff simply insert the five- 
digit CPT code that identifies the procedure. It's that fast and easy. 


CPT provides a uniform coding system to accurately designate medical, surgical, 
and diagnostic services in terms that provide a uniform language among physicians, 
patients, and third parties. This new fourth edition of CPT is the most comprehensive 
and current system available and incorporates over 2,000 new and revised proce- 
dures. Each procedure is listed individually with a clear description and five-digit 
identifying code. 


New CPT Updating Service is available at no additional cost. To insure your CPT 
stays up to date as new terminology is added, you can receive new and revised 
procedures on a regular basis. Updates are on self-adhering pages to be affixed to the 
pages they replace. 


Order today! Buy two—one for yourself, one for 
your medical records clerk! 


Order Department, OP-41 
American Medical Association 
535 N. Dearborn St. 

Chicago, lllinois 60610 


Pleasesendme. . copylies) of PHYSICIANS’ CURRENT PROCEDURAL TERMINOLOGY, 4th Edition. OP-41 ($12.00 
per copy in U.S., U.S. Poss., Canada, and Mexico. $12.50 all other countries.) 

C Send me information on CPT-4 magnetic computer tape versions. 

Please enclose payment (payable to AMA) with order. 


Name 





(Please Print) 
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Florone OINTMENT | 
Florone crea | 


diflorasone diacetate 005% 


A NEW HIGH-POTENOCY TOPICAL STEROID 
IN SATURATED SOLUTION—NOT A SUSPENSION— 
FOR ENHANCED PENETRATION TO THE LESION 


Effective in psoriasis and eczematous dermatoses 
Both Florone Ointment and Florone Cream have been 
extensively studied at varying daily dosage applications and 
have been shown equieffective to other topical corticoste- 
roids in psoriasis and most eczematous dermatoses includ- 
ing atopic dermatitis, neurodermatitis, contact dermatitis, 
nummular dermatitis, and seborrhea. 


Why steroid-responsive dermatoses 

respond to Florone 

The intrinsic anti-inflammatory potency of Florone, a new 
fluorinated steroid, is unsurpassed by any topical cortico- 
steroid now available. Penetration of this potent and lipo- 
philic steroid to the lesion is enhanced because the Florone 
delivery systems have been optimized. 


Free of parabens 
Both Florone Ointment and Florone Cream formulations are 
free of potentially sensitizing parabens. 

Systemic absorption is normally not a clinical problem. If 
extensive areas are to be treated, precautions should be 
taken, since increased systemic absorption may occur. 


Florone Ointment: 15 and 30 gram tubes 
A highly lubricating formulation recommended for dry 
and scaly lesions. 


Florone Cream: 15 and 30 gram tubes 
Recommended for moist lesions or moist body areas. 


*The clinical significance of topical steroid formulations 
in saturated solutions has not been ascertained. 


Please see next page for brief summary 
of prescribing information. 


Optimized Florone 
vehicles enhance steroid 
penetration to the lesion 


Both Florone Ointment and 
Florone Cream vehicles are 
optimized; that is, Florone 

aà is present not only as a 
solution but as a 
saturated solution. 












The nature ot the solvents 4 
in both Florone J 
formulations, and the fact 

that Florone is available 
in saturated solutions—— 






(a) eliminates the 
penetration barrier of 
dissolving drug in the 
vehicle 






(b) enhances the release 
of Florone from the vehicle s 
to the skin 





(c) enhances the rate 
of diffusion of Florone into 
the skin 





© 1978 The Upjohn Company 


a dosage choice 
for common 
steroid-responsive 
dermatoses 


NEW i 
Florone OINTMENT 
® 
| S CREAM 
diflorasone diacetate 005% 


Indications 
Topically as adjunctive therapy for inflammation in 
steroid-responsive dermatoses. 


Contraindications 
Contraindicated in vaccinia, varicella, and those patients 
with hypersensitivity to any of the components. 


Precautions 

If irritation develops, discontinue and treat appropriately. If 
infection is present, use with appropriate therapy or 
withhold steroid until infection is controlled. If extensive 
areas are treated, take precautions against systemic 
absorption. Do not use extensively, in large amounts, or 
for prolonged periods in pregnant women. Not for oph- 
thalmic use. 


Occlusive dressing increases percutaneous absorption; 
extensive use may cause systemic effects. If large areas 
are treated, use sequentially and observe patient closely. 
May cause steroid withdrawal. Discontinue if body tem- 
perature rises, sensitivity reaction or infection develops. 


Adverse Reactions 

Burning, itching, irritation, striae, skin atrophy, secondary 
infection, ‘dryness, folliculitis, hypertrichosis, acneform 
eruptions, and hypopigmentation. With occlusive dress- 
ings: maceration of the skin, secondary infection, skin 
atrophy, striae, and miliaria. 


Dosage and Administration 
` Ointment: Apply one to three times daily. 
Cream: Apply two to four times daily. 


How Supplied 

Ointment or Cream 0.0596 in 15 and 30 gm tubes. 
CAUTION: Federal law prohibits dispensing without pre- 
scription. 
MED B-1-S 


J-5902-4 September 1978 


The Upjohn Company 
Kalamazoo, Michigan 49001 
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... benzoyl peroxide gel 





> Proven effective in | 
reduction of total lesions 


* Cosmetically elegant 
vehicle 


* Promoted to 
dermatologists only 


Wen 


Description: benzac * 5 contains benzoyl peroxide 5%, polyoxyethylene lauryl ether 6%, alcohol 30% 
(w/w), dimethicone, carbomer 940, di-isopropanolamine, citric acid, fragrance and purified water 
benzac™ 10 contains benzoy! peroxide 10%, polyoxyethylene lauryl ether 6%, alcohol 30% (w/w) 
dimethicone, carbomer 940, di-isopropanolamine, citric acid, fragrance and purified water 





Actions: benzac™ is an effective aid in the topical treatment of acne vulgaris. benzac™ provides drying, 
desquamating action, and has been shown to have antibacterial effects against Propionibacterium 
(Corynebacterium) acnes 


Indications: An adjunctive topical therapy for the control of acne vulgaris 


Contraindications: No! to be used by patients having known sensitivity to benzoy! peroxide or any other 
ingredients of the preparation 


PRECAUTIONS: FOR EXTERNAL USE ONLY Avoid contact with the eyes, eyelids, and other mucous 
membranes. May bleach hair and colored fabrics KEEP THIS AND ALL DRUGS OUT OF THE REACH 
OF CHILDREN. 


Dosage and Administration: Atter washing with a mild cleanser and water. apply once or twice daily The 
degree of drying and peeling can be adjusted by modification of the dosage schedule 


How Supplied: benzac’ 5, 60 gram tubes — benzac'* 10, 60 gram tubes 


CAUTION: FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION. 


Owen 


Owen Laboratories, Dallas, Texas 75234 
Division of Alcon Laboratories, Inc. 
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WEST 


PHARMACEUTICALSJINC 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N 5E9 


Photographed object is an artistic 
intētpretation of the manifestations 
of skin disease 


CAUTION: Federal law prohibits dispensing 
without prescription 


AYOROCORTSONE AERA CREAM, ON 


DESCRIPTION 
Westcort Cream contains hydrocortisone 
valerate, an active, non-fluorinated ester of the 
corticosteroid hydrocortisone. It has the 
following chemical name 
11 B, 21-dihydroxy-17a-valeryloky-4-pregnene- 
3, 20-dione 
The structural formula is; 


CH20H 
! 


cH, p M 
f <~ — OCCHCHCH;CH, 


Each gram of Westcort Cream contains 2.0 mg 
hydrocortisone valerate in a hydrophilic base 
composed of white petrolatum, stearyl alcohol., 
propylene glycol. amphoteric-6, carbomer 940, 
sodium phosphate, sodiųum lauryl sulfate, sorbic 
acid (as preservative) añd wāâter 


ACTIONS 

Westcort (hydrocortisoñe valerate) Cream is 
effective primarily because of its anti- 
inflammatory, anti-pruritic, and vasoconstrictive 
actions 


INDICATIONS 

Westcort Cream is intended for the relief of the 
inflammatory maniféstations of corticosteroid 
responsive dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in viral 
diseases of the skin, such as vaccinia and 
vāricella. Topical steroids are contraindicated 
in those patients with a history of hypersensi- 
tivity to any of the components of the prepara- 
tion. Westcort Cream is not for ophthalmic use 


PRECAUTIONS 

If irritation develops, use of the product should 
be discontinued and appropriate therapy 
instituted 


In the presence of infection, an appropriate 
antifungal or antibacterial agent should be 
administered concomitantly. If a favorable 
response;does not occur promptly, the steroid 
should bé discontinued until the infection has 
been adequately controlled 


If extensive areas are treated, or if occlusive 
dressings are used, the possibility exists of 
increased systemic absorption of the steroid, 
and suitable precautions should be taken 


Although topical steroids have not been 
reported to have an adverse effect on the fetus, 
the safety of their use during pregnancy has not 
been definitely established. Therefore, they 
should not be used'‘extensively, in large 
amounts; or for prolpnged periods of time on 
pregnant patients. E 


ADVERSE REACTIONS 
The following local adverse reåctions have 


! been reported with the use of topical 


ĉorticosteroids: burning sensations, itching, 
irritation, dryness, folliculitis, secondary infec- 
tion, skin atrophy, strjae, hypertrichosis, 
acneiform eruptions, and hypopigmentation 


If occlusion is used, i should be noted that the 
following side effects|have been reported with 
topical steroids used in this manner: maceration 
of the skin, seconda i infection, skin atrophy, 
striae, and miliaria j 


DOSAGE AND ADMINISTRATION 
A small amount should be massaged gently into 
the affected areas 2 td 3 times daily, as needed 


HOW SUPPLIED 

Westcort (hydrocortisone valerate) Cream, 0.2% 
is supplied in 15 g., NDC 0072-8100-15; 459g., 
NDC 0072-8100-45; and 60 g.. NDC 0072- 
8100-60 tubes 
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® 
"G Cream 
(polymyxin B-neomycin-gramicidin ) 

When topical infection invades 
hairy areas, facial skin or inter- 
triginous areas, Neosporin *-G Cream 
provides broad antibacterial coverage. 
It contains three antibiotics that combat 
virtually all pathogenic bacteria found 
topically’ 

These antibiotics are seldom used 
systemically, so the patient is spared 
the possibility of sensitization to those 
antibiotics which might later be 
required systemically. 

Smooth vanishing cream base 
leaves no greasy residue on skin, no 
stains on fabric. 


$R 


Wellcome 


Burroughs Wellcome Co. 
Research Triangle Park 
North Carolina 27709 


A 


Each gram contains Aerosporin® brand 
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*INDICATIONS: Based on a review of this drug 
by the National Academy of Sciences— National 
Research Council and/or other information, 
FDA has classified the indications as follows: 

"Possibly" effective: Fortopical administration 
forthe treatment of the listed localized infections 
or for suppressive therapy in such conditions: 
* primary pyodermas (impetigo, ecthyma, 
sycosis vulgaris, paronychia) * secondary 
infected dermatoses (eczema, herpes, and 
seborrheic dermatitis) * traumatic lesions 
(inflamed or suppurating as a result of bacterial 
infection). 

Final classification of the less-than-effective 
indications requires further investigation. 

















CONTRAINDICATIONS: Not for use in the eyes 
or in the external ear canal if the eardrum is 
perforated. This product is contraindicated in 
those individuals who have shown 
hypersensitivity to any of its components. 
WARNING: Because of the potential hazard of 
nephrotoxicity and ototoxicity due to neomycin, 
care should be exercised when using this 
product in treating extensive burns, trophic 
ulceration and other extensive conditions where 
absorption of neomycin is possible. In burns 
where more than 20 percent of the body 

surface is affected, especially if the patient has 
impaired renal function or is receiving other 
aminoglycoside antibiotics concurrently, not 
more than one application a day is recommended. 
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N-G Cream 
(polymyxin B-neomycin-gramicidin) 


Polymyxin B Sulfate 10,000 units: n : 
mg neomycin base); gramicidin 0.25 mg. Inactive ingredients: liquid petrolatum, 
purified water, propylene glycol, polyoxyethylene polyoxypropylene compound, 
emulsifying wax, and 0.2595 methylparaben as preservative, 


eomycin sulfate 5 mg 
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When using neomycin-containing products to 
control secondary infection in the chronic 
dermatoses, such as chronic otitis externa or 
stasis dermatitis, it should be borne in mind 
that the skin in these conditions is more liable 
than is normal skin to become sensitized to 
many substances, including neomycin. The 
manifestation of sensitization to neomycin is 
usually a low grade reddening with swelling, 
dry scaling and itching: it may be manifest 
simply as failure to heal. During long-term use 
of neomycin-containing products, periodic 
examination for such signs is advisable and the 
patient should be told to discontinue the 
product if they are observed. These symptoms 
regress quickly on withdrawing the medication. 
Neomycin-containing applications should be 
avoided for that patient thereafter. 
PRECAUTIONS: As with other antibacterial 
Preparations, prolonged use may result in 
overgrowth of nonsusceptible organisms, 
including fungi. Appropriate measures should 
be taken if this occurs. 

ADVERSE REACTIONS: Neomycin is a not 
uncommon cutaneous sensitizer. Articles in the 
current literature indicate an increase in the 
prevalence of persons allergic to neomycin. 
Ototoxicity and nephrotoxicity have been 
reported (see Warning section). 

HOW SUPPLIED: Tube of 15 g. 


Complete literature available on request from 
Professional Services Dept. PML. 
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magnifying glass and a surgical blade to which a drop of 
mineral oil is added. Scrape several sites. Transfer the 
material to a slide, cover and examine under low power 
magnification." ?'* (If you don't spot any parasites in egg, 
larvae or adult stages, look for their red fecal compac- 
tions. They can be just as diagnostic.) 

Kwell: penetrating action to kill mites, their eggs and 
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An unsurpassed standard of therapy 
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brand of topical steroid 
in psoriasis and atopic 
dermatitis. 


Based on the evidence. 


double-blind, parallel studies,“ Topicort® (desoximetasone) 
ollient Cream 0.25% demonstrated greater efficacy than 
tamethasone valerate cream 0.1% in the two most common 


rticosteroid-responsive dermatoses. 
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*Data on file and available upon request 
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Less than 1% incidence 


of side effects. 

Of 488 patients in the clinical 
trials, side effects were seen 

in only 4 (0.8%).* And 

in 2 of the 4 patients, the 
relationship of side effects to 
the drug was uncertain. 


The convenience of 
b.i.d. dosage. And 
the uniqueness of a 
preservative-free, 


emollient cream base. 

The specially developed, 
preservative-free Topicort base 
combines the emollience of an 
ointment with the cosmetic 
acceptability of a cream in a 
water-in-oil emulsion. This 
makes Topicort (desoximetasone 
especially useful in psoriatic and 
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TOPICORT *(desoximetasone) 
EMOLLIENT CREAM 0.2596 


Description: Topicort® (desoximetasone) 
Emollient Cream 0.2596 contains the active 
synthetic corticosteroid desoximetasone. 
Thechemical nameof desoximetasone is 

9a - fluoro - 118, 21 - dihydroxy - 16a - 
methylpregna - 1,4 - diene-3,20-dione. 
The chemical structure is: 


CH3 





Each gram of Topicort® (desoximetasone) 
Emollient Cream 0.25% contains 2.5 mg 
desoximetasone in an emollient cream 
consisting of isopropyl myristate, 
cetylsteary! alcohol, white petrolatum, min- 
eral oil, lanolin alcohol and purified water. 
Actions: Topicort® (desoximetasone) 
Emollient Cream is primarily effective be- 
cause of its anti-inflammatory, antipruritic 
and vasoconstrictive actions. 

Indications: Topicort® (desoximetasone) 
Emollient Cream is indicated for the relief 
of inflammatory manifestations of 
corticosteroid-responsive dermatoses. 
Contraindications: Topica! steroids are 
contraindicated in vaccinia, varicella, and 
in those patients with a history of hyper- 
sensitivity to any of the components of the 
preparation. This preparation is not for 
ophthalmic use. 

Precautions: |f local infection exists, suit- 
able concomitant antimicrobial or antifun- 
gal therapy should be administered. If a 
favorable response does not occur 
promptly, application of the corticosteroid 
should be discontinued until the infection 
is adequately controlled. 

Although systemic side effects associated 
with absorption of topical corticosteroid 
preparations are rare, their possible oc- 
currence must be kept in mind when these 
preparations are used over large areas or 
for an extended period of time, or if occlu- 
sive technique is used. 

If irritation or sensitization develops, the 
preparation should be discontinued and 
appropriate therapy instituted. 

Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use during 
pregnancy has not been absolutely estab- 
lished; therefore, they should not be used 
extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 
Adverse Reactions: The following local 
adverse reactions have been reported With 
topical corticosteroids: burning, itching, ir- 
ritation, striae, skin atrophy, secondary in- 
fection, dryness, folliculitis, hypertrichosis, 
acneform eruptions and hypopigmentation. 
The following may occur more frequently 
with occlusive dressings: maceration of 
the skin, secondary infection, skin atrophy, 
striae, and miliaria. 

Dosage and Administration: Apply a thin 
film of Topicort® (desoximetasone) Emol- 
lient Cream 0.25% to the affected skin 
areas twice daily. Rub in gently. 

How Supplied: Topicort* (desoxi- 
metasone) Emollient Cream 0.2596 is 
supplied in 15- and 60-gram tubes. 
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The Medical University of 
South Carolina is seeking a Chair- 
man of the Department of Derma- 
tology. The position requires a 
candidate who will be able to 
establish a Department of Derma- 
tology. Clinical, educational and 
investigative" aspects are to be 
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research programs in cooperation 
with other departments are avail- 
able. 

Interested candidates should 
send their curriculum vitae to 
Armand B. Glassman, M.D., Pro- 
fessor and Chairman, Department 
of Laboratory Medicine, 171 Ash- 
ley Avenue, Medical University of 
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How can you enhance your effective- 
ness in the treatment of alcoholism? 
By acquiring the maximum amount of 
useful information on this complex Ill- 
ness. The Manual on Alcoholism, from 
the American Medical Association, 
offers you current authoritative infor- 
mation on diagnosing and treating 
alcoholics. 


A glance at the contents reveals 
these sections: 


e The Problem 


* The Causes 

e Alcohol: Its Metabolism 
and Pharmacology 

* Diagnosis and Treatment 

e Appendix 





Manual on Alcoholism provides you 
with a highly beneficial overview of 
the primary considerations involved in 
alcoholism-from the physician's point 
of view. The principal difference be- 
tween this newly revised edition and 
the previous edition is the incorpora- 
tion of major portions of Medical Com- 
plications of Alcohol Abuse, which is 
out of print. $2.50 
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the AMA. 
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(10% sodiu 5% sulfur) 


ENN Exerts broad spectrum antibacterial activity 


EN Controls pustular stages of acne and seborrhea quickly, safely...without unsightly 
desquamation 


ENU Safety record...A low incidence of sensitivity has been observed in thousands of 
patients during the past two decades 


EUN Provides instant "Social Confidence" with the exclusive Dermik Color Blender'" 
customized tinting to match individual patient skin tones 


SULFACET-R' LOTION 


DESCRIPTION —Sulfacet-R* Acne Lotion contains (as dispensed) 
sodium sulfacetamide 10% and sulfur 5% in a flesh-tinted lotion of puri- 
fied water. alkyl-aryl sulfonic acid salts, hydroxyethylcellulose. propylene 
glycol. xanthan gum. lauric myristic diethanolamide. polyoxyethylene 
laurate. cyclohexanediamine tetraacetic acid, butylparaben, methylpara- 
ben. silicone emulsion, talc, zinc oxide, titanium dioxide, attapulgite, iron 
oxides. pH buffers and 2-bromo-2-nitropropane-1, 3-diol 


ACTIONS — Provides keratolytic, peeling. drying and antiseborrheic action 


INDICATIONS —An aid in the treatment of acne vulgaris. acne rosacea 
and seborrheic dermatitis 


CONTRAINDICATIONS —This product is contraindicated for use by 
patients having known hypersensitivity to sulfonamides, sulfur or any 
other component of this preparation. Not to be used by patients with 
kidney disease 


PRECAUTIONS — For external use only. Keep away from eyes. If irri- 
tation develops. discontinue use and consult physician. Sensitivity to 
sodium sulfacetamide may occur. Therefore, caution and careful super- 
vision should be observed when prescribing this drug for patients who 
may be prone to hypersensitivity to topical sulfonamides. Particular 
caution should be employed if areas of denuded or abraded skin are 
involved. Patients should be carefully observed for possible local irrita- 
tion or sensitization during long term therapy. Occasionally, certain indi- 
viduals may be sensitive to one or more components of this preparation 


The object of this therapy is to achieve desquamation without irritation 
but sodium sulfacetamide and sulfur can cause reddening and scaling 
of the epidermis. These side effects are not unusual in the treatment of 
acne vulgaris. but patients should be cautioned about the possibility 
Keep out of the reach of children 


ADVERSE REACTIONS — Previous toxic reactions such as agranulocy- 
tosis, acute hemolytic anemia, purpura hemorrhagica, drug fever. jaun- 
dice and contact dermatitis indicates hypersensitivity to sulfonamides 


DIRECTIONS — Shake well before using. Apply a thin film 1 to 3 times 
daily with light massaging to blend in each application in accordance 
with the physicians directions Each package contains a Dermik Color 
Blender which enables the patient to alter the basic shade of the lotion 
so that is matches the skin color exactly 


[Important to the Pharmacist —At the time of dispensing. add contents 
of vial* to the bottle. Shake well and/or stir with a glass rod to insure a 
uniform dispersion. Place expiration date of four (4) months on bottle 
label | 


*"Sulfa-Pak vial contains 2.4 grams of sodium sulfacetamide 
HOW SUPPLIED — Bottle. 1 02 


CAUTION — Federal law prohibits dispensing without prescription 


Dermik Laboratories, Inc 
Fort Washington, Pa., U.S.A. 19034 
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Instructions for Authors 


Send manuscripts by first-class mail to Chief Editor Designate, 
Frederick D. Malkinson, MD, Archives of Dermatology, 1753 West 
Congress Parkway-Jelke-1, Chicago, IL 60612. Manuscripts are 
received with the understanding that they are not under simulta- 
neous consideration by another publication. Accepted manuscripts 
become the permanent property of the ARCHIVES and may not be 
published elsewhere without permission from the publisher 
(AMA). 

In addition, in view of The Copyright Revision Act of 1976, effective 
Jan 1, 1978, transmittal letters to the editor should contain the 
following language: *In consideration of the American Medical Asso- 
ciation's taking action in reviewing and editing my submission, the 
author(s) undersigned hereby transfers, assigns, or otherwise conveys 
all copyright ownership to the AMA in the event that such work is 
published by the AMA." We regret that transmittal letters not 
containing the foregoing language signed by all authors of the 
submission will necessitate delay in review of the manuscript. 


Author Responsibility.—All accepted manuscripts are subject to 
copy editing. The author will receive an edited typescript rather 
than galley proofs for approval. The author is responsible for all 
statements in his work, including changes made by the copy 
editor. 

Designate one author as correspondent and provide his address 
and telephone number. Order reprints at the time the typescript is 
returned after editorial processing. Specify address to which 
requests for reprints should be sent. 


Manuscript Preparation.—Submit an original typescript and two 
high-quality copies of the entire manuscript. All copy (including 
references, legends, and tables) must be typed double-spaced on 22 
x 28cm (8% x 11-inch), heavy-duty white bond paper. Ample 
margins should be provided. 

Refer to patients by number (or, in anecdotal reports, by 
fictitious given names). Real names or initials should not be used 
in the text, tables, or illustrations. 


Titles.—Titles should be short, specific, and clear. They should 
not exceed 42 characters per line, including punctuation and 
spaces, and be limited to two lines, if possible. The title page 
should include the full names and academic affiliations of all 
authors, the address to which requests for reprints should be sent, 
and, if the manuscript was presented at a meeting, the name of 
the organization, place, and date on which it was read. 


Style of Writing.—The style of writing should conform to accept- 
able English usage and syntax. Slang, medical jargon, obscure 
abbreviations, and abbreviated phrasing are to be avoided. 


Informed Consent.—Manuscripts reporting the results of experi- 
mental investigations of human subjects must include a statement 
to the effect that informed consent was obtained after the nature 
of the procedure(s) had been fully explained. 


Abstract.—Provide an abstract (135-word maximum) of the arti- 
cle, including statements of the problem, method of study, results, 
and conclusions. The abstract replaces the summary. 


References.—List references in consecutive numerical order (not 
alphabetically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited in 
the text or tables. Unpublished data and personal communications 
should not be listed as references. References to journal articles 
should include (1) author(s), (2) title, (3) journal name (as abbre- 
viated in Index Medicus), (4) volume number, (5) inclusive page 
numbers, and (6) year, in that order. References to books should 
include (1) author(s), (2) chapter title (if any), (3) editor (if any), (4) 
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title of book, (5) city of publication, (6) publisher, and (7) year. 
Volume and edition numbers, specific pages, and name of trans- 
lator should be included when appropriate. The author is respon- 
sible for the accuracy and completeness of the references and for 
their correct text citation. 


Metrication.— All measurements must be in metric units. English 
units may also be given parenthetically if the measurements were 
originally done in English units. 


Illustrations.—Use only those illustrations that clarify and 
augment the text. Submit illustrations in duplicate, unmounted 
and untrimmed. Do not send original artwork. Send high-contrast 
glossy prints (not photocopies). Figure number, name of senior 
author, and arrow indicating “top” should be typed on a gummed 
label and affixed to the back of each illustration. All lettering must 
be legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain should be 
provided when pertinent. Illustrations should preferably be in a 
proportion of 12.5 x 18 em (5 x 7 inches). 

An experienced medical illustrator should be employed when- 
ever possible for the preparation of all artwork. Template 
lettering or preset type is preferred to hand-lettered labels. If 
halftone artwork with labels is submitted, affix type and leaders 
to a clear acetate overlay registered to the base drawing. Labels 
and leaders should be applied directly to the drawing board 
surface if the artwork consists only of line ink technique. 

Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARCHIVES will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be borne 
by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author's share is $275.00 for up to six square- 
finished illustrations that can be arranged on a one-page layout. 
Any additional illustrations or special effects will be billed to the 
author at cost. Positive color transparencies (35 mm preferred) 
must be submitted for an evaluation. Do not send color prints 
unless accompanied by original transparencies. All transparencies 
should be carefully packed and sent with the manuscript. 


Legends.— Legends should be typed double-spaced, beginning on 
a separate sheet of paper. Length should be limited to a maximum 
of 40 words. 


Photographic Consents.—A letter of consent must accompany all 
photographs of patients in which a possibility of identification 
exists. It is not sufficient to cover the eyes to mask identity. 


Acknowledgments.— Illustrations from other publications must be 
acknowledged. Include the following when applicable: author(s), 
title of article, title of journal or book, volume number, page(s), 
month, and year. The publisher's permission to reprint should be 
submitted to the ARCHIVES after the manuscript has been formally 
accepted. 


Statistical Review.—Manuscripts containing statistical evalua- 
tions should include the name and affiliation of the statistical 
reviewer. 


Tables.— Each table should be typed double-spaced, including all 
headings, on a separate sheet of 22 x 28-cm (8% x 11-inch) paper. 
Do not use larger size paper. If a table must be continued, use a 
second sheet and repeat all heads and stubs. Each table must have 
a title. 
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Added versatility 
in dermatology 


Lidex-E 
(fluocinonide) 005% 


The established potency 
of fluocinonide, in a soothing 
emollient base. 


Less drying than a cream, with the 
lubricating qualities of an ointment- 
cosmetically acceptable to patients. 


Especially useful wherever a 
soothing topical steroid is indicated, 
as in atopic dermatitis. 


Available in 15g and 60g tubes. 


Please see following page 
for summary of 
prescribing information 
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| TA; EE jJ 
(fluocinonide) 
Cream OO596 


Prescribing Information 


Description LIDEX-E cream 0.05% con- 
tains the active compound fluocinonide. 
Fluocinonide, which is the 24-acetate ester 
of fluocinolone acetonide, has the 
chemical formula 6a, 9-difluoro-448, 46a, 
77, 21-tetrahydroxypregna-1, 4-diene-3, 
20-dione, cyclic 16, 17- acetal with 
acetone, 24- acetate. 


The cream contains fluocinonide 0.5 
mg./g. in a water-washable aqueous 
emollient base of steary! alcohol, cetyl 
alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, 
citric acid and purified water. 


Actions Topical steroids are primarily ef- 
fective because of their anti -inflammatory, 
antipruritic and vasoconstrictive actions. 


Indications For relief of the inflammatory 
manifestations of corticosteroid-respon- 
sive dermatoses. 


Contraindications Topical steroids are 
contraindicated in vaccinia and varicella. 


Topical steroids are contraindicated in 
those patients with a history of hypersen- 
sitivity to any of the components of the 
preparation. 


Precautions If irritation develops, 

the cream should be discontinued and 
appropriate therapy instituted. 

In the presence of an infection, the use of 
an appropriate antifungal or antibacterial 
agent should be instituted. If a favorable 
response does not occur promptly, the cor- 
ticosteroid cream should be discontinued 
until the infection has been adequately 
controlled. 


If extensive areas are treated, the possibil- 
ity exists of increased systemic absorption 
and suitable precautions should be taken. 


Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use in preg- 
nant females has not absolutely been 
established. Therefore, they should not 

be used extensively on pregnant patients, 
in large amounts or for prolonged periods 
of time. 

This product is not for ophthalmic use. 
Adverse reactions The following local 
adverse reactions have been reported 
with topical corticosteroids: burning sensa- 
tions, itching, irritation, dryness, secondary 
infection, folliculitis, acneform eruptions, 
hypopigmentation, striae, skin atrophy. 
Dosage and Administration A small 
amount should be gently massaged into 
the affected area three or four times daily, 
as needed. 

How Supplied LIDEX*-E (fluocinonide) 
cream 0.05% — 15g. and 60g. tubes. 
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SYNTEX LABORATORIES, INC 
PALO ALTO. CALIFORNIA 94304 





American Medical Association 
Physicions' 
Placement 
Service 


Opportunity «¥ 
Placement 
Register 


. . lf you're looking 
for a new practice opportunity 


This new AMA Opportunity Place- 
ment Register contains a description 
of over 4,000 available practice oppor- 
tunities. Each listing is a brief coded 
summary covering location, type of 
practice, area of specilization, and 
other data. Included are two indexes 
to assist you in quickly finding the 
most suitable opportunity. 














. . .Or looking for a 
physician to fill a position 


The new AMA Physician Placement 
Register lists over 4,000 physicians 
Seeking new practice opportunities. 
It includes a brief coded vitae, as well 
as specialty and type of practice 
preferences and current professional 
status. Two computer-generated in- 
dexes facilitate finding suitable can- 
didates. 


Fast turnaround! 


Either Register is mailed within 24 hours of receipt of 
your request. After receiving your selections of the prac- 
tice opportunities or physicians on which you want fur- 
ther information, full-page computer printouts on each 
selection are sent within 10 days. 


Order your Register now! 


Published quarterly by the AMA Physicians’ Placement 
Service, these two Registers are the only comprehen- 
sive national listings of practice opportunities and 
physicians who are seeking new positions. Use the ap- 
propriate coupon below for the Register you desire. 


OPPORTUNITY PLACEMENT REGISTER 


AMA Physicians’ Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am interested jn a new practice 
opportunity. Please send me the new 
AMA OPPORTUNITY PLACEMENT 


REGISTER, along with the registration 
form. 


Name 
Address 
City/State/Zip 


PHYSICIAN PLACEMENT REGISTER 
AMA Physicians’ Placement Service 
American Medical Association 

535 N. Dearborn/Chicago, IL 60610 

YES, | am seeking the services of a 
physician. Please send me the new AMA 
PHYSICIAN PLACEMENT REGISTER, 
along with the registration form. à 
Name 
Organization 
Address 


City/State/Zip 
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Announcement of 


FIFTH ANNUAL 
DERMATOCRYOSURGICAL SEMINAR 


Sponsored by 
RUDOLPH ELLENDER 


MEDICAL FOUNDATION 
Co-Sponsored by 
American Society of 
Contemporary 
Medicine and Surgery 
A.M.A. and A.A.D.—Approved 





This continuing Medical Education Activity meets with oriasis aprided 
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PLACE: Fairmont Hotel—New Orleans 


TOPICS: Cryobiology, Cryosurgical Therapy of Benign 
and Malignant Lesions, Deep Malignancies 
of the Head and Neck, Cryotherapy of Acne 
and Instrumentation 


DIRECTOR: Ronald R. Lubritz, M.D., Hattiesburg, 
Mississippi 


FACULTY: Gilberto Castro-Ron, M.D., Caracas, 
Venezuela 
Andrew A. Gage, M.D., Buffalo, New York 
Gloria F. Graham, M.D., Wilson, North 
Carolina 
Douglas R. Torre, M.D., New York, New York 
Setrag A. Zacarian, M.D. Springfield, 
Massachusetts. 


CLINICAL 
DEMONSTRATIONS—Cryosurgical Techniques on patients via 
closed circuit TV 


TUITION: — $195.00 


For further information contact: 


A. V. Ravagni, Business Secretary LADIES ACTIVITIES: 
Roof, Delta Towers, 1732 Canal Street Usually tours of the 
New Orleans 70112 USA French Quarter 


Ph: (504) 524-9729 





8/15/68—The patient was a 29-year-old woman who 
had undergone multiple excisions of basal cell car- 
cinomas since 1958, which accounts for the scar tissue 
seen in these photographs. Two superficial, scaly, 
reddish patches were present on the right shoulder. 

. A d-mm punch biopsy performed on one of the lesions 
confirmed a diagnosis of superficial basal cell 
carcinoma. Treatment with twice daily applications of 
Efudex (fluorouracil) 5% Cream was begun on 9/5/68. 


Non. coco BA 

- PROVEN TOPICAL TREATMENT 

. FOR SUPERFICIAL BASAL CELL 
CARCINOMA... 


in patients with multiple lesions or difficult treatment sites 


93% Success Rate on 113 Lai in 54 Patients 


Before prescribing, please consult com- — 
plete product information, a summary of 
which follows: 

Indications: Multiple actinic or solar 
keratoses. In 5% strength, superficial basal 
cell carcinoma when conventional methods 


are impractical, such as with multiple lesions _ 


or difficult treatment sites. Establish diagnosis 
before treating, as this method has not been 
proven effective in other types of basal cell 
carcinomas. Conventional techniques pre- 
ferred for isolated, easily accessible lesions, 


as success rate is nearly 100%. Success rate 


with Efudex is about 93%. 
Contraindications: Patients with known 
hypersensitivity to any of its components. | 
Warnings: If occlusive dressing is used, may 
increase inflammatory reactions in adjacent 
normal skin. Avoid prolonged exposure to ul- 
traviolet rays. Safe use in pregnancy not es- 
tablished. 

Precautions: If applied with fingers, wash 
hands immediately. Apply with care near eyes, 
nose and mouth. Solar keratoses failing to re- 


spond should be biopsied. Warn patients that 


treated area may be unsightly during therapy 
and sometimes for several weeks after. Per- 
form follow-up biopsies in superficial basal 
cell carcinoma. l 


Adverse Reactions: Local— pain, pruritus, 
hyperpigmentation and burning at application 
site most frequent; also dermatitis, scarring, 
soreness, tenderness, suppuration, scaling 
and swelling. Also reported—insomnia, _ 
stomatitis, irritability, medicinal taste, photo- 
sensitivity, lacrimation, telangiectasia, 
leukocytosis, thrombocytopenia, toxic granu- 
lation and eosinophilia. 

Dosage and Administration: When Efudex 
is applied erythema occurs, then vesiculation, 
erosion, ulceration, necrosis, epithelization. 
Actinic or solar keratosis—apply sufficient 
quantity to cover lesions, twice daily. Usual 
length of therapy is 2 to 4 weeks. Superficial 


. basal cell carcinomas—apply sufficient quan- 


tity (only 59e strength recommended) to 
cover lesions, twice daily. Continue treatment 
for at least 3 to 6 weeks, but possibly as long 
as 10 to 12. 

How Supplied: Solution, 10-ml drop dispen- ' 
sers containing 296 or 5% fluorouracil ona 
weight/weight basis. Cream, 25-Gm tubes 
containing 5% fluorouracil in a vanishing 
cream base. 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 








10/3/68— The typical inflammatory 
response appeared promptly, and 
treatment was discontinued after four 
weeks when gross examination indi- 
cated that no further malignancy was 
present. 


Ef ude x5% Cream 


(mat; 





12/19/68 — Complete healing, with 3/13/73—Follow-up examination 
excellent cosmetic results, had oc- more than four years after discon- 
curred within the ten weeks following tinuation of therapy indicated no re- 
termination of therapy. Biopsy re- currence of malignancy. Cosmetic 
vealed no further evidence of malig- results with Efudex (fluorouracil) 596 
nancy. Cream were acceptable. 


Efudex (fluorouracil) 59o Cream 


E effective topical therapy for multiple lesions 
or difficult treatment sites 
However, conventional methods are preferred for 
single lesions or those in easily accessible locations. 

E cosmetically desirable final results, with 
minimal if any scarring 
Patients should be told that the lesion, and possibly 
some of the surrounding skin, may become 
temporarily inflamed during therapy. 

ll a proven cytotoxic agent, with no systemic 
toxicity when used properly 

B b.i.d. application is convenient and 
economical for your patient 
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THE TOPICAL ALTERNATIVE FOR SUPERFI BAL 
BASAL CELL CARCINOMA 
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Alphaderm 


lla 1% hydrocortisone shown 
to be as effective as betamethasone 


valerate 01% 


in the management of 
atopic eczema, contact 
dermatitis, and | 
neurodermotitis. 





It's the base that delivers the increased effectiveness of hydrocorti- 
sone. The Alphaderm delivery system is stabilized 1096 urea in a starch-cell 
matrix, which is suspended with micronized hydrocortisone in a water-in- 
lipid emulsion. This enhances the penetration of hydrocortisone for max- 
imum clinical effectiveness? and reduces the stinging and burning which 
accompanies other urea-hydrocortisone preparations. 


Effectiveness equal to betamethasone 


valerate in atopic eczema 
RESULTS from a controlled, double-blind study’ of 36 patients. 


Excellent Good No Improvement Excellent Good No Improveme 


In atopic eczema, contact dermatitis, and neurodermatiti 
PESSIMIS from a controlled, SOUND" blind pudy | of 49 € 


Good g None Deterioration 


Safety of hydrocortisone unaltered 

Because the base increases hydrocortisone penetration, there is no 
need for fluorination. ALPHADERM delivers clinical efficacy without 
altering the safety inherent in the basic hydrocortisone molecule.'“ 


A cream that acts like an ointment 


E Provides emolliency like an ointment—yet vanishes like a cream. 

B Provides hydration to keep skin soft and supple, relieves xerotic scaly 
conditions. 

- Paraben and lanolin free. 


Considerable savings 


In most cases, Alphaderm offers greater economy than the fluorinateq 
steroids: 30 gm of Alphaderm cost approximately 33% less than an 
equivalent amount of betamethasone valerate 0.1%* 


Alphaderm | 


% hydrocortisone 


tollowinti hie ad Norwich-Eaton Pharmaceuticals 
eda diues Division of Morton-Norwich Products, Inc © 
* Drug Topics Redbook, 1978 Norwich, New York 13815 


EA-1335 









Al 
% hyarocortisone 


DESCRIPTION: Contains hydrocortisone 1% in 
a powder-in-cream base incorporating a hyper- 
molar solution cf urea (carbamide), purified water, 
sorbitol, polyoxyethylene fatty glyceride, starch, 
white petrolatum, triglycerides of saturated fatty 
acids, isopropyl myristate and sorbitan mono- 
laurate. The near neutral pH of the formulation is 
made possible by the stabilized delivery system in 
which urea is absorbed by a polysaccharide 
powder matrix. Alphaderm Cream is hypoaller- 
genic and contains no parabens or lanolín. 


INDICATIONS: For relief of the inflammatory 
manifestations of corticosteroid-responsive der- 
matoses. 


CONTRAINDICATIONS: Topical steroids are 
contraindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparation. 


PRECAUTIONS: If irritation develops, the prod- 
uct should be discontinued and appropriate ther- 
apy instituted. 

In the presence of an infection, the use of an 
appropriate vn ge or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. 

If extensive areas are treated or if the occlusive 
technique is used, there will be increased SyS- 
temic absorption of the corticosteroid and suitable 
precautions should be taken, particularly in chil- 
dren and infants. 

Although topical steroids have not been 
reported to have an adverse effect on human 
pregnancy, the safety of their use in pregnant 
women has not absolutely been established. In 
rn animals, increases in incidence of fetal 
abnormalities have been associated with expo- 
sure of gestating females to topical corticoste- 
roids, in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used 
extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 

The product is not for ophthalmic use. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with topi- 
cal corticosteroids, especially under occlusive 
dressings: 

1h ae 2. itching; 3. irritation; 4. dryness; 5. 
folliculitis; 6. hypertrichosis; 7. acneiform erup- 
tions; 8. hypopigmentation; 9. perioral dermatitis: 
10. allergic contact dermatitis; 11. maceration of 
the skin; 12. secondary infection: 13. skin atrophy; 
14. striae; 15. miliaria. 


DOSAGE AND ADMINISTRATION: Apply a 
small quantity of Alphaderm Cream to affected 
areas twice daily. Because it has a near neutral pH, 
Alphaderm Cream may be rubbed in well with 
minimal incidence of irritation or rea even 
when applied to abrasions or to areas of broken 
skin. 


HOW SUPPLIED: Alphaderm Cream is avail- 
able in tubes of 30 and 100 g. 


REFERENCES: 1. Almeyda J, Burt BW: Br J 
Dermatol 91:579-583, 1974. 2. Jacoby RH, Gilkes 
JJ: Curr Med Res Opin 2:474-481, 1974. 3. Kahn 
SA: Accepted for publication in Practitioner. 4. 
Kahn SA, Williamson DM: Curr Med Res Opin 
9:354-358, 1978. 5. Ayres PJ, Hooper G: Br J 
Dermatol (to be published) 6. Feldman RJ, Mai- 
bach HI: Arch Dermatol 109:58-59, 1974. 7. Ayres 
PJ, in Marks R, Dykes PJ (eds): The Ichthyoses, 
Spectrum, 1978. 
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Send us this coupon toda: 


and well send you a way 


to slash your claims 
reporting costs and time 


Return Order Blank To: 
American Medical Association 
535 North Dearborn 


Chicago, Illinois 60610 Price 
(312) 751-6000 Including 
Quantity—in Handling 
Type of form orders of: and Postage 
L] Single Form OP-407 1,000 O $ 18.50 
(One page 5,000 O 78.00 
pads of a hundred) 10,000 O 138.00 
L] Two Forms OP-408 1,000 O 28.00 
(Original and 5,000 O 112.00 
one carbon) 10,000 O 210.00 
O Continuous Form OP-409 1,000 O 28.00 
(Original and one carbon) 5,000 O 112.00 
(For Computer Printers) 10,000 O 210.00 
TOTAL 
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to the American Medical Association. 
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The Official AMA 








Claim Form 


Accepted by Medicare, Commercial Carriers, many Blue Shield 
Plans, and many states for Medicaid. 


Developed by the AMA in cooperation with carriers, government 
agencies, and other groups, this form is the most current and 

most widely used claim reporting form available. It significantly 
reduces the time and cost of claims reporting. Note: A number of 
private firms are marketing an outdated, more expensive version of 
this form. To be certain you are using the most current and 
acceptable form to third party insurers, we encourage you to use 
the official AMA form. Order today. 


Uniform Health Insurance 


When Griseofulvin is indicated... 
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TINEA PEDIS* TINEA UNGUIGOM* TINEA CRURIS* TINEA CAPITIS* - 


*Also Tinea barbae and Tinea corporis when caused by fungi from 
genera known to be sensitive to griseofulvin 


EE 24:1] 
griseofulvin ultramicrosize 
Tablets 125 mg 


offers effective therapy 


with 1/2 the dose: 


¢ Can be taken on an empty stomach 


* Absorption nearly complete without 
fatty meals 


* Reduced cost for patients 


e Once-a-day or b.i.d. dosage 


t250 mg of Gris-PEG" provides plasma levels 
equivalent to those obtained with SOO mg 
microsize griseofulvin. This improved 
absorption permits the oral intake of 
half as much griseofulvin but there 
is no evidence, at this time, that 
this confers any significant 
clinical difference in regard 
to safety or efficacy 


Dorsey 


Division. ot Sandoz, Inc 
LINCOLN, NEBRASKA 6850! 


Please see other side tor tull prescribing information. 





THE PLASMA LEVELS OF Gris-PEG 
AND MICROSIZE GRISEOFULVIN COMPARED 


SINGLE DOSE STUDY 






MULTIPLE DOSE STUDY 


No statistically significam 
difference between these curves. 






No statistically significant 
difference between these curves 





Gri, PEG 


(griseofulvin 


ultramicrosize) Tablets 


125 mg 


The v2 dose griseofulvin. 


DESCRIPTION 
Griseofulvin is an antibiotic derived 
from a species of Penicillium. 


Gris-PEG is an ultramicrocrystalline 
solid-state dispersion of griseofulvin in 
polyethylene glycol 6000. 


Gris-PEG Tablets differ from griseoful- 
vin (microsize) tablets USP in that each 
tablet contains 125 mg of ultrami- 
crosize griseofulvin biologically equiv- 
alent to 250 mg of microsize 
griseofulvin. 


ACTION 

Microbiology: Griseofulvin is fungistat- 
ic with in vitro activity against various 
species of Microsporum, Epider- 
mophyton and Trichophyton. It has no 
effect on bacteria or other genera of 
fungi. 


Human Pharmacology: The peak 
plasma level found in fasting adults 
given 0.25 g of Gris-PEG occurs at 
about four hours and ranges between 
0.37 to 1.6 mcg/ml. 


Comparable studies with microsize 
griseofulvin indicated that the peak 
plasma level found in fasting adults 
given 0.5 g occurs at about four hours 
and ranges between 0.44 to 1.2 mcg/ml. 


Thus, the efficiency of gastrointestinal 
absorption of the ultramicrocrystalline 
formulation of Gris-PEG is approxi- 
mately twice that of conventional mi- 
crosized griseofulvin. This factor per- 
mits the oral intake of half as much 
griseofulvin per tablet but there is no 
evidence, at this time, that this confers 
any significant clinical differences in re- 
gard to safety and efficacy. 


Griseofulvin is deposited in the keratin 
precursor cells and has a greater affinity 
for diseased tissue. The drug is tightly 
bound to the new keratin which be- 
comes highly resistant to fungal inva- 
sions. 


INDICATIONS 

Gris-PEG (griseofulvin ultramicrosize) is 
indicated for the treatment of the follow- 
ing ringworm infections: 

Tinea corporis (ringworm of the body) 
Tinea pedis (athlete's foot) 

Tinea cruris (ringworm of the thigh) 
Tinea barbae (barber's itch) 

Tinea capitis (ringworm of the scalp) 
Tinea unguium (Onychomycosis, 
ringworm of the nails) 


when caused by one or more of the fol- 
lowing genera of fungi: 


Trichophyton rubrum 
Trichophyton tonsurans 
Trichophyton mentagrophytes 
Trichophyton interdigitalis 
Trichophyton verrucosum 
Trichophyton megnini 
Trichophyton gallinae 
Trichophyton crateriform 
Trichophyton sulphureum 
Trichophyton schoenleini 
Microsporum audouini 


Based on a single dose double-blind bioavailabil- 
ity study conducted in 24 human volunteers com- 
paring the average griseofulvin (microsize) and 
Gris-PEG plasma levels. There is no significant 
difference between peak plasma levels, times to 
peak, and areas under the curve. Gas chromato- 


graphic assay. 


Microsporum canis 
Microsporum gypseum 
Epidermophyton floccosum 


NOTE: Prior to therapy, the type of 
fungi responsible for the infection 
should be identified. 


The use of the drug is not justified in 
minor or trivial infections which will re- 
spond to topical agents alone. 


Griseofulvin is NOT effective in the fol- 
lowing: 

Bacterial infections 
Candidiasis (Moniliasis) 
Histoplasmosis 

Actinomycosis 

Sporotrichosis 
Chromoblastomycosis 
Coccidioidomycosis 

North American Blastomycosis 
Cryptococcosis (Torulosis) 
Tinea versicolor 

Nocardiosis 


CONTRAINDICATIONS 

This drug is contraindicated in patients 
with porphyria, hepatocellular failure, 
and in individuals with a history of sen- 
Sitivity to griseofulvin. 

WARNINGS 

Prophylactic Usage: Safety and Effi- 
cacy of Griseofulvin for Prophylaxis of 
Fungal Infections Has Not Been Estab- 
lished. 


Animal Toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 0.5 
to2.5% of the diet, resulted in the de- 
velopment of liver tumors in several 
Strains of mice, particularly in males. 
Smaller particle sizes result in an en- 
hanced effect. Lower oral dosage 
levels have not been tested. Sub- 
cutaneous administration of relatively 
small doses of griseofulvin, once a 
week, during the first three weeks of 
life has also been reported to induce 
hepatomata in mice. Although studies 
in other animal species have not 
yielded evidence of tumorigenicity, 
these studies were not of adequate de- 
Sign to form a basis for conclusions in 
this regard. 


In subacute toxicity studies, orally ad- 
ministered griseofulvin produced 
hepatocellular necrosis in mice, but 
this has not been seen in other species. 
Disturbances in porphyrin metabolism 
have been reported in griseofulvin 
treated laboratory animals. Griseoful- 
vin has been reported to have a 
colchicine-like effect on mitosis and 
cocarcinogenicity with methylcholan- 
threne in cutaneous tumor induction in 
laboratory animals. 


Usage in Pregnancy: The safety of this 
drug during pregnancy has not been 
established. 


Animal Reproduction Studies: It has 
been reported in the literature that 
griseofulvin was found to be em- 
bryotoxic and teratogenic on oral ad- 


Dorsey 


250 mg Gris-PEG (griseofulvin ultramicrosize) 
7* (2 x 125 mg tabiets) 


* 500 mg griseofulvin (microsize) tablets 
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ministration to pregnant rats. Pups 
with abnormalities have been reported 
in the litters of a few bitches treated 
with griseofulvin. Additional animal 
reproduction studies are in progress. 
Suppression of spermatogenesis has 
been reported to occur in rats, but in- 
vestigation in man failed to confirm 
this. 


PRECAUTIONS 

Patients on prolonged therapy with any 
potent medication should be under 
close observation. Periodic monitor- 
ing of organ system function, including 
renal, hepatic and hematopoietic, 
should be done. 


Since griseofulvin is derived from 
species of Penicillium, the possibility 
of cross sensitivity with penicillin 
exists; however, known penicillin- 
sensitive patients have been treated 
without difficulty. 


Since a photosensitivity reaction is oc- 
casionally associated with griseofulvin 
therapy, patients should be warned to 
avoid exposure to intense natural or 
artificial sunlight. Should a photosen- 
Sitivity reaction occur, lupus ery- 
thematosus may be aggravated. 


Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that 
patients receiving these drugs con- 
comitantly may require dosage ad- 
justment of the anticoagulant during 
and after griseofulvin therapy. 


Barbiturates usually depress gris- 
eofulvin activity and concomitant ad- 
ministration may require a dosage ad- 
justment of the antifungal agent. 


ADVERSE REACTIONS 

When adverse reactions occur, they 
are most commonly of the hypersen- 
Sitivity type such as skin rashes, ur- 
ticaria, and rarely, angioneurotic 
edema, and may necessitate with- 
drawal of therapy and appropriate 
countermeasures. Paresthesias of the 
hands, and feet have been reported 
rarely after extended therapy. Other 
side effects reported occasionally are 
oral thrush, nausea, vomiting, epigas- 
tric distress, diarrhea, headache, 
fatigue, dizziness, insomnia, mental 
confusion, and impairment of perfor- 
mance of routine activities. 


Proteinuria and leukopenia have been 
reported rarely. Administration of the 
drug should be discontinued if 
granulocytopenia occurs. 


When rare, serious reactions occur 
with griseofulvin, they are usually as- 
sociated with high dosages, long 
periods of therapy, or both. 


DOSAGE AND ADMINISTRATION 

Accurate diagnosis of the infecting or- 
ganism is essential. Identification 
should be made either by direct mi- 
croscopic examination of a mounting 
of infected tissue in a solution of potas- 


LABORATORIES 
Division of Sandoz, Inc. + LINCOLN, NEBRASKA 68501 
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250 mg Gris-PEG (griseofulvin ultramicrosize) 
(2 x 125 mg tablets) b.i.d. 
Qeeees eoos * 500 mg griseofutvin (microsize) tablets b..d. 













HOURS 
Based on a double-blind multiple dose steady 
state crossover bioavailability study conducted in 
17 human volunteers comparing the average 
griseofulvin (microsize) and Gris-PEG plasma 
levels obtained on days 9, 11 and 13. There is no 
significant difference between times to peak, peak 
plasma levels, and areas under the curve. Gas 
chromatographic assay. 





sium hydroxide or by a culture on an 
appropriate medium. 


Medication must be continued until 
the infecting organism is completely 
eradicated as indicated by appropriate 
Clinical or laboratory examination. 
Representative treatment periods 
are—tinea capitis, 4 to 6 weeks; tinea 
corporis, 2 to 4 weeks; tinea pedis, 4 to 
8 weeks; tinea unguium —depending 
on rate of growth—fingernails, at least 
4 months; toenails, at least 6 months. 


General measures in regard to hygiene 
should be observed to control sources 
of infection or reinfection. Concomit- 
ant use of appropriate topical agents is 
usually required particularly in treat- 
ment of tinea pedis. In some forms of 
athlete's foot, yeasts and bacteria may 
be involved as well as fungi. Griseoful- 
vin will not eradicate the bacterial or 
monilial infection. 


An oral dose of 250 mg of Gris-PEG 
(griseofulvin ultramicrosize) is biolog- 
ically equivalent to 500 mg of 
IA (microsized) USP (see 
CTION Human Pharmacology). 


Adults: A daily dose of 250 mg will give 
a satisfactory response in most pa- 
tients with tinea corporis, tinea cruris 
and tinea capitis. One 125 mg tablet 
twice per day or two 125 mg tablets 
once per day is the usual dosage. For 
those fungal infections more difficult 
to eradicate such as tinea pedis and 
tinea unguium, a divided daily dose of 
500 mg is recommended. In all cases, 
the dosage should be individualized. 


Children: Approximately 5 mg per 
kilogram (2.5 mg per pound) of body 
weight per day is an effective dose for 
most children. On this basis the follow- 
ing dosage schedule for children is 
suggested: Children weighing over 25 
kilograms (approximately 50 pounds) 
125 mg to 250 mg daily; children weigh- 
ing 15-25 kilograms (approximately 30 
to 50 pounds) 62.5 mg to 125 mg daily; 
children 2 years of age and younger, 
dosage has not been established. 


Dosage should be individualized, as is 
done for adults. Clinical experience 
with griseofulvin in children with tinea 
capitis indicates that a single daily 
dose is effective. Clinical relapse will 
occur if the medication is not con- 
tinued until the infecting organism is 
eradicated. 


HOW SUPPLIED 
Gris-PEG (griseofulvin ultramicrosize) 
Tablets (white) differ from griseofulvin 
microsized tablets (USP) in that each 
tablet contains 125 mg of ultrami- 
crosize griseofulvin, biologically equiv- 
alent to 250 mg of microsized 
riseofulvin. Two 125 mg tablets of 
ris-PEG are biologically equivalent to 
500 mg of microsized griseofulvin. In 
bottles of 100 and 500 scored, film- 
coated tablets. 
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- The Conencyte 
. Count Down. 


A high corneo- 
cyte count means 
scaling, flaking and an 
itchy scalp. Unsightly 
and unwanted by your 
dandruff patients. 

Chances are 
they have tried the 
TV-promoted brands 
before consulting you 
about their problem. 

Prescribe Exsel? 
(selenium sulfide) 2.5%. 
Clinically proven the 
most potent dandruff 
shampoo available. It 
gets rid of the unwanted 
corneocyte scales and 
retards their redevelop- 
nent for days* 

And Exsel offers 
one distinct advantage 
over other Rx anti- 
dandruff preparations: 
>osmetic elegance. 
leasing, fragrant lime- 
scented Exsel shampoo 
athers richly, therefore 
assuring greater patient 
acceptability and better 
zompliance with your 
nstructions. 
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Exsel® (selenium sulfide) 2.5% 
Lotion- CONTAINS: selenium sulfide...2.5% 
with: edetate disodium; bentonite; sodium 
linear alkylate sulfonate; alphaolefin sul- 
fonate; glyceryl monoricinoleate; silicone; 
titanium dioxide; citric acid monohydrate: 
sodium phosphate monobasic, mono- 
hydrate; perfume and purified water. 
ACTIONS: The mechanism of action of 
selenium sulfide in seborrheic dermatitis is 
unknown. INDICATIONS: Selenium sulfide is 
indicated in the treatment of seborrheic 
dermatitis of the scalp, including dandruff. 
CONTRAINDICATIONS: The product should 
not be used by patients allergic to any of its 
components. WARNINGS: Safety for use in 
infants has not been established. 
PRECAUTIONS: 1. Chemical conjunctivitis 
may result if this preparation enters the eyes. 
2. The product should be used with caution 
when acute inflammation or exudation is 
present as an increase in absorption may 
occur. ADVERSE REACTIONS: 1. Hair loss 
has been reported with the use of the 
product. 2. Discoloration of the hair may 
follow the use of selenium sulfide. This can 
be minimized by careful rinsing of the hair 
after treatment. 3. Oiliness of the hair and 
scalp may increase following the use of this 
product. 


*Kligman, A.M. et al. Dandruff: It's nature 
and treatment, University of Pennsylvania, 
Department of Dermatology, Duhring 
Laboratories. Paper presented at American 
Academy of Dermatology, San Francisco, 
1975. 


Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 


Irvine, California 92713, U.S.A. 


Count on Exsel. 


(selenium sulfide) 2.596 
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Florone onnen 
Florone crea 


Ciflorasone diacetate 005% 


A NEW HIGH-POTENCY TOPICAL STEROID 
IN SATURATED SOLUTION*—NOT A SUSPENSION— 
FOR ENHANCED PENETRATION TO THE LESION 


Effective in psoriasis and eczematous dermatoses 
Both Florone Ointment and Florone Cream have been 
extensively studied at varying daily dosage applications and 
have been shown equieffective to other topical corticoste- 
roids in psoriasis and most eczematous dermatoses includ- 
ing atopic dermatitis, neurodermatitis, contact dermatitis, 
nummular dermatitis, and seborrhea. 


Why steroid-responsive dermatoses 

respond to Florone 

The intrinsic anti-inflammatory potency of Florone, a new 
fluorinated steroid, is unsurpassed by any topical cortico- 
steroid now available. Penetration of this potent and lipo- 
philic steroid to the lesion is enhanced because the Florone 
delivery systems have been optimized. 


Free of parabens 
Both Florone Ointment and Florone Cream formulations are 
free of potentially sensitizing parabens. 

Systemic absorption is normaily not a clinical problem. If 


extensive areas are to be treated, precautions should be | 


taken, since increased systemic absorption may occur. 


Florone Ointment: 15 and 30 gram tubes 
A highly lubricating formulation recommended for dry 
and scaly lesions. 


Florone Cream: 15 and 30 gram tubes 
Hecommended for moist lesions or moist body areas. 


“The clinical significance of topical steroid formulations 


in saturated solutions has not been ascertained. 


Please see next page for brief summary 
of prescribing information. 


Optimized Florone 
vehicles enhance steroid 
penetration to the lesion 


Both Florone Ointment and 
Florone Cream vehicles are 
optimized; that is, Florone 
IS present not only as a 
solution but as a 
saturated solution. 











The nature ot the solvents 
in both Florone 
formulations, and the fact 
that Florone is available 
in saturated solutions—— 













(a) eliminates the 
penetration barrier of 
dissolving drug in the 
vehicle 






(5) enhances the release 
of Florone from the vehicle 
to the skin 





(C) enhances the rate 
of diffusion of Florone into 
the skin 
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a dosage choice 
for common 
steroid-responsive 
dermatoses 


NEW : 
F lorone OINTMENT 
® 
| S CREAM 
diflorasone diacetate 005% 


Indications 
Topically as adjunctive therapy for inflammation in 
steroid-responsive dermatoses. 


Contraindications 
Contraindicated in vaccinia, varicella, and those patients 
with hypersensitivity to any of the components. 


Precautions 

If irritation develops, discontinue and treat appropriately. If 
infection is present, use with appropriate therapy or 
withhold steroid until infection is controlled. If extensive 
areas are treated, take precautions against systemic 
absorption. Do not use extensively, in large amounts, or 
for prolonged periods in pregnant women. Not for oph- 
thalmic use. | 


Occlusive dressing increases percutaneous absorption; 
extensive use may cause systemic effects. If large areas 
are treated, use sequentially and observe patient closely. 
May cause steroid withdrawal. Discontinue if body tem- 
perature rises, sensitivity reaction or infection develops. 


Adverse Reactions 

Burning, itching, irritation, striae, skin atrophy, secondary 
infection, 'dryness, folliculitis, hypertrichosis, acneform 
eruptions, and hypopigmentation. With occlusive dress- 
ings: maceration of the skin, secondary infection, skin 
atrophy, striae, and miliaria. j 


Dosage and Administration 
Ointment: Apply one to three times daily. 
Cream: Apply two to four times daily. 


How Supplied 

Ointment or Cream 0.0596 in 15 and 30 gm tubes. 
CAUTION: Federal law prohibits dispensing without pre- 
scription. 
MED B-1-S 


J-5902-4 September 1978 


The Upjohn Company 
Kalamazoo, Michigan 49001 
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Expand Your Horizons 
And Those of Your 
Nursing Home Patients 
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This compilation of articles and memoranda is geared to 
further your understanding of your role in regard to: your 
nursing home patients; their families; and the nursing home 
staff. Published by the American Medical Association, The 
Medical Director in the Long-Term Care Facility is the 
only book of its kind. 


The Table of Contents includes: 


* Doctor's Role in the Nursing Home 

* Medical Direction in Long-Term Care Facilities 

* Role Relationships of the Medical Director 

e The Role of the Physician in Long-Term Care 
Facilities—The Administrator s Viewpoint 

e Federal Regulations and Proposed Duties for the 
Medical Director in the Skilled Nursing Facility 

e The Nursing Home's Medical Director— 
A New Breed of Mentor 


The Medical Director in the Long-Term Care Facility 
should help you to meet the nursing home problems which 
you encounter. Use the coupon to order this valuable 
compendium today. 


$3.50 


Order Dept./OP-22 S/J 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


Please send... copy(ies) of THE MEDICAL DIREC- 
TOR IN THE LONG-TERM CARE FACILITY, OP-22. at 
$3.50 each. Enclosed is $ — — ., payable to the 
AMA. 
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Contraindications: Hypersensitivity to hydroxyzine. ydre ister 

t» the pregnant mouse, rat, anc rabbit, induced Panen Ornais intheratatd doses 
substantially above the human therapeutic range. Clinical data in human peings.are 
inadequate to'establish safety in early pregnancy. UT til such data c en /alable, — 
hydroxyzine is contraindicated in early Weed KA 
ydroxyzine may potentiate the ac 
Las meperidine and barbitura 
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TABLETS: 40 mg, 25 mg, 50 mg, anc 100 mg SYRUP: 10 mg per 5 ml, ethyl alcohol 0.596 v/v 


e rapid antianxiety action 


e demonstrated 


antihistaminic/antipruritic activity 
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Spend just 30 
minutes a week 
with American 
Medical News 









With a heavy patient load and the paperwo 
and the scientific reading you have to do, 
you don't have the time to sift through a Ic 
of different publications to find out what's 
happening in the practice of medicine. 


One publication gives you all the news you 
need to know: American Medical News! It’: 
designed and edited for the busy 
practitioner. Every week American Medical 
News wraps up all the news in medicine 
in a package that is fast paced, easy 

to read, accurate, and thought provoking. 


American Medical News is must reading 
because you need to keep up-to-date on 
those developments that could affect the 
way you practice medicine. And no other 
publication can match it for timely, 
comprehensive coverage of the news. 


Give American Medical News just 30 
minutes a week; it will give you all the new 
you need to know on what's happening in 
the practice of medicine. 


Keeping your finger 
on the pulse of medicine 





New penetrating vehicle provides 


Effective tetracycline 


Effectiveness 
made possible by unique 
new penetrating vehicle 


Topicycline’s effectiveness is made possible by 
its unique new vehicle that enhances delivery of 
tetracycline to the site of acne lesions in the skin. 
This vehicle consists of n-decyl methyl sulfoxide 
(an analog of DMSO) and sucrose esters in 
aqueous ethanol. In prototype form, it has been 
proven substantially more effective than aqueous 
ethanol in delivering tetracycline into normal 
skin and acne lesions (Fig. 1). 


Skin 
surface 


acne 
lesion 











Fig. 1: Photomicrograph showing tetracycline penetration 
with a prototype Topicycline vehicle. Tetracycline 
fluorescence (yellow) appears throughout the entire lesion. 





A Product of 
Procter & Gamble Research 


Efficacy demonstrated - 
in three controlled 
clinical studies" 


In these controlled studies, 256 patients with 
diagnosed acne vulgaris were randomly assigned 
to one of three treatment groups: Topicycline 
plus a placebo capsule b.i.d.: topically applied 
placebo liquid plus a 250-mg tetracycline 
hydrochloride capsule b.i.d.: or topically applied 
placebo liquid plus a placebo capsule b.1.d. 


No concomitant acne therapy was administered. 


Overall acne severity was evaluated every 2—3 
weeks using a 0—8 point grading scale. Patients 
were considered to have responded to therapy 
if they exhibited improvement of at least one 
grade point relative to the pretreatment grade 
after 12—13 weeks of therapy. 


More than 7 out of 10 patients 
responded to therapy 


29999900. 
AMAA y 


After 12—13 weeks of therapy, 64 of 85 patients 
(75% ) responded to Topicycline therapy, 
whereas 80 of 86 patients (93 % ) responded to 
orally administered tetracycline therapy. 





herapy for acne in a 
safer, topical form 
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tetracycline HCl for topical solution} 


Among patients responding to therapy, 
Topicycline (tetracycline HCI for topical 
solution) was equal to orally administered 
tetracycline in reducing acne severity 

For those patients responding to Topicycline 
therapy, the average reduction in acne severity 
relative to pretreatment grades was 48 % as 
:ompared to 4746 for the group treated with 

orally administered tetracycline (Fig. 2). 


Fig. 2: Reduction in acne severity among 
patients responding to therapy 


Orally administered 
Topicycline tetracycline 


50 (applied b.i.d.) (250 mg b.i.d.) 
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The results achieved with either Topicycline or 
orally administered tetracycline were si gnificantly 
better than those obtained with placebo. 


Efficacy further con- 
firmed in seven open 
clinical studies ' 


[n seven open studies in which 300 patients were 
treated with Topicycline, improvement of at least 
one grade point was noted in 244 patients (81 % ) 
after 13 weeks of therapy. Among those patients 
exhibiting such improvement, an average reduc- 
tion in acne severity of 49% was obtained, 
closely paralleling the 48% reduction observed 
in the controlled studies. 


Continued improvement 
with longer-term use 


In the 13-week studies noted above, 95 out of the 
300 patients remained on Topicycline therapy 

for 51 weeks, and further significant improvement 
was noted (Fig. 3). 


0 Fig. 3: Reduction in acne severity 
Average % oo among 95 patients 
reduction E on longer-term therapy 
in acne 
severity vs. 40[- | 
pretreatment |. — 
grade 
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Weeks of therapy on Topicycline 


Available by prescription only 


Please see last page of this advertisement for a brief summary of prescribing information. 


New penetrating vehicle provides | 


Effective tetracycline 


Serum tetracycline levels only 7% as high 
as with orally administered tetracycline 


The serum tetracycline level resulting from 
continuing b.i.d. use of Topicycline is 0.1 ug/ml 
or less. By comparison, an orally administered, 
divided dose of 500 mg of tetracycline hydrochlo- 
ride per day results in a serum level of approxi- 
mately 1.5 ug/ml (Fig. 4). 


Fig. 4: Comparison of serum tetracycline 
levels resulting from treatment with Topicycline 
or orally administered tetracycline 
Orally administered 
tetracycline 


(250 mg b.i.d.) 
1.5 
1.0 
Serum 
tetracycline 
levels 
(ug/ml) 
05" Topicycline 
(applied b.i.d.) 
0.1 ng/ml 
orless 
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Lower potential for systemic side effects 

The kinds of systemic side effects associated with 
oral or parenteral administration of tetracyclines 
(e.g., various gastrointestinal complaints, vaginitis, 
hematologic abnormalities, manifestations of 
systemic hypersensitivity reactions and dental and 
skeletal disorders) have not been observed with 
Topicycline. Because of Topicycline's topical 

form of administration and its resultant low serum 
levels, it is highly unlikely that such side effects will 
occur from its use. Among the 733 patients treated 
with Topicycline under normal usage conditions 
during clinical evaluation, there was one instance 
of severe dermatitis, following prolonged sun 
exposure, which responded to steroid therapy. 
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tetracycline HO for topical solution} 


Packaged in a convenient 
applicator bottle... 


[he active ingredient and vehicle of Topicycline 
ire combined by the pharmacist at the time of dis- 
yensing. As dispensed, the bottle contains 70 ml of 
nedication—about an 8-week supply for the 
iverage patient. The bottle’s specially designed 
]ual-purpose applicator top contains a premea- 
sured quantity of the active ingredient for consis- 
ently accurate constitution of the product by the 
pharmacist. It also permits the patient to apply 
Topicycline directly to affected areas of the skin. 





A Product of 
Procter & Gamble Research 





Acceptable 
to patients 


Topicycline was found convenient to use on a b.i.d. 
schedule by an overwhelming majority (95 % ) of 
patients surveyed in the clinical studies. 

Patients on Topicycline therapy may continue 
their normal use of cosmetics. 

Transient stinging or burning and temporary 
superficial yellowing of the skin in areas of applica- 
tion will occasionally be experienced by most 
patients. However, any superficial yellowing can 
be eliminated by washing, and both of these 
occasional minor side effects were well 
tolerated in the clinical studies. 


References: 1. Blaney, D.J. and Cook, C.H.: Topical 
use of tetracycline in the treatment of acne, Arch. 
Dermatol. 112:971, 1976. 2. Smith, J.G., Jr. et al.: The 
effectiveness of topical and oral tetracycline for acne, 
South. Med. J. 69:695, 1976. 3. Unpublished data on 
file at Procter & Gamble. 4. Frank, S.B.: Topical 
treatment of acne with a tetracycline preparation: 
Results of a multi-group study, Cutis 17:539, 1976. 

5. Wechsler, H.L.: Acne treated with a topical tetra- 
cycline preparation: Results of a one-year multi-group 
study, Int. J. Dermatol. 17:237, 1978. 
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New from Procter & Gamble 


Effective. 
tetracycline therapy 
for acne in a safer, 
topical form 
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(tetracycline HC! for topical solution} 


Description: 


TOPICYCLINE is a topical preparation containing 2.2 mg of 


tetracycline hydrochloride per ml as the active ingredient, as 
well as 4-epitetracycline hydrochloride and sodium bisulfite 
in a base of 40% ethanol, n-decyl methyl sulfoxide and su- 
crose esters. Each package supplies the patient with 70 ml of 
the medication containing 154 mg of tetracycline hydrochlo- 
ride. In order to maintain an effective concentration of tet- 
racycline hydrochloride, TOPICYCLINE contains sufficient 
4-epitetracycline hydrochloride to maintain an equilibrium 
mixture of the two. Sodium bisulfite is included as a color 
stabilizer. 


Actions (clinical pharmacology): 

TOPICYCLINE delivers tetracycline to the pilosebaceous 
apparatus and the adjacent tissues. In clinical studies, use of 
TOPICYCLINE on the face and neck twice daily delivered 
to the skin an average dose of 2.9 mg of tetracycline hydro- 
chloride per day. 


The serum level of tetracycline resulting from continuing 
twice-daily use of TOPICYCLINE is 0.1 ug/ml or less; this 
Is the lower limit of detection of the analytical method. By 
comparison, an orally administered divided dose of 500 mg 
of tetracycline hydrochloride per day results in a serum level 
of approximately 1.5 g/ml. 


Indications: 


TOPICYCLINE is indicated in the treatment of acne vulgaris. 


Contraindications: 

TOPICYCLINE is contraindicated in persons who have 
shown hypersensitivity to any of its ingredients or to any of 
the other tetracyclines. 


Warnings: 

Because the serum level of tetracycline resulting from the 
use of TOPICYCLINE (less than 0.1 g/ml) is less than 7% 
of that associated with a therapeutic dose of 500 mg/day of 
tetracycline administered orally, liver damage from the use 
of TOPICYCLINE is highly unlikely, even in patients with 
renal impairment. Nevertheless, the warnings associated with 
the use of tetracycline orally should be considered before 
prescribing TOPICYCLINE for patients with renal impair- 
ment. Reproduction studies in rats and rabbits have revealed 
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no evidence of impaired fertility or harm to the fetus from 
TOPICYCLINE. There are no data, however, on use of this 
drug in pregnant women. It is not known whether tetracy- 
cline or any other component of TOPICYCLINE, adminis- 
tered in this topical form, is secreted in human milk. As a 
general rule, nursing should not be undertaken while a pa- 
tient is receiving any drug treatment because many drugs are 
excreted in human milk. 


Precautions: 
This drug is for external use only, and care should be taken 
to keep it out of the eyes, nose, and mouth. 


Adverse reactions: 

Among the 733 patients treated with TOPICYCLINE under 
normal usage conditions during clinical evaluation. there wa 
one instance of severe dermatitis requiring systemic steroid 
therapy. About one-third of patients are likely to experience 
a stinging or burning sensation upon application of 
TOPICYCLINE. The sensation ordinarily lasts no more than 
a few minutes, and does not occur at every application. 
There has been no indication that patients experience suffi- 
cient discomfort to reduce the frequency of use or to discon- 
tinue use of the product. A slight yellowing of the skin in 
the areas of application can be noticed by most users of 
TOPICYCLINE, particularly by those with light complex- 
ions. This condition is superficial, and the color can be 
eliminated by washing. Treated areas of skin vill also 
fluoresce under an ultraviolet light source. The kinds of side 
effects often associated with oral or parenteral administration 
of tetracyclines (e.g., various gastrointestinal complaints, 
vaginitis, hematologic abnormalities, manifestations of 
systemic hypersensitivity reactions, and dental and skeletal 
disorders) have not been observed with TOPICYCLINE. 
Because of TOPICYCLINE's topical form of administration 
and its resultant low serum levels, it is highly unlikely that 
such side effects will occur from its use. 


Dosage and administration: 

It is recommended that TOPICYCLINE be applied to the af- 
fected areas twice daily, morning and evening. The medica- 
tion should be applied generously until the skin is thoroughly 
wet. Patients may continue their normal use of cosmetics. 


How supplied: 

TOPICYCLINE is supplied in a single carton containing a 
powder and a liquid which must be mixed together by the 
pharmacist or physician prior to dispensing. The 
TOPICYCLINE bottle contains 70 ml of medication as dis- 
pensed. This constitutes about an eight-week supply for pa- 
tients treating the face and neck, and about a four-week sup- 
ply for patients treating other acne-involved areas in addition 
to the face and neck. Differences in individual usage habits 
will result in variation from these averages. TOPICYCLINE 
should be kept at controlled room temperature or below, 
away from excessive heat. TOPICYCLINE may be kept for 
12 months prior to dispensing. After dispensing, the medica- 
tion should be used by the patient within 2 months. 


Caution: 
Federal law prohibits dispensing without prescription. 


For additional information, write Procter & Gamble, 
Professional Services, PO. Box 85507, 
Cincinnati, Ohio 45201, or call 513-977-5547. 
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benefits you can't afford to ignore: 


You are informed, on a regular basis, of new 
developments: comprehensive definition and 
analysis of diseases plus their clinical 
manifestations and associated conditions, 
diagnostic and prognostic techniques and 
procedures, a thorough evaluation of suggested 
therapeutic measures. 

More skill in working with the patient in 
clinical situations comes from seeing how 
experts do it. Flip to one of thousands of 
clear photographs. 

No charge for preview! Harper and Row will 
send you CLINICAL DERMATOLOGY, 
ALL FOUR VOLUMES, for a generous 


30—day, no-cost examination. (U.S.A. and Canada only.) 


loose leaf concept: new pages for old 


First set of easy-to-insert revision 

pages automatically will be sent to 

CLINICAL DERMATOLOGY subscribers at no 
extra charge, along with instructions 

on how and where to insert new pages. 
Revisions in future years are optional. 


look what you get: 

* 4 loose leaf volumes, 
concise and comprehensive 

* 3,167 pages 
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all information clinically tested 

* 195 impressive contributors 

* 2,708 clear photographs 

* hundreds of charts, tables, graphs, figures 

* detailed bibliographies 
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HALOG (Halcinonide) CREAM/OINTMENT/SOLUTION p cu. n "m... associated with exposure of gestating females to topical corticoste- 
Halog Cream 0.025% (Halcinonide Cream 0.025%) j pects Ts roids—in some cases at rather low dosage levels. Therefore, drugs 
and Halog Cream 0.196 (Halcinonide Cream Eh. 






of this class should not be used extensively on pregnant patients, 
in large amounts, or for prolonged periods of time. ° 
Occlusive Dressing Technique—The use of occlusive 
dressing increases the percutaneous absorption of cortico- 
steroids. For patients with extensive lesions it may be 
preferable to use a sequential approach, occluding one 
e portion of the body at a time. Keep the patient under 
eo. close observation if treated with the occlusive tech- 
. nique over large areas and over a considerable 
period of time. Occasionally, a patient who has 
been on prolonged therapy, especially occlu- 
$ sive therapy, may develop symptoms of 
A steroid withdrawal when the medication is 
i stopped. Thermal homeostasis may be 
3 impaired if large areas of the 
body are covered. Discon- 
tinue use of the occlu- 
sive dressing if 
elevation of the 
body tem- 
perature 


occurs, 


0.1%) contain 0.25 mg and 1 mg halcinonide 
per gram, respectively, in a specially formu- 
lated cream base. Halog Ointment 0.1% 
(Halcinonide Ointment 0.1%) contains 

1 mg halcinonide (0.1%) per gram in 
Plastibase? (Plasticized Hydrocarbon 
Gel), a polyethylene and mineral oil 

gel base. Halog Solution 0.1% (Hal- 
cinonide Solution 0.196) contains 
l mg halcinonide (0.1%) per ml. 
CONTRAINDICATION: Topical 
steroids are contraindicated in 
those patients with a history of 
hypersensitivity to any of the 
components of the prepara- 

tions. 
PRECAUTIONS: 
General —1f ir- 
ritation de- 
velops, 
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continue the product and institute appropriate therapy. 
In presence of an infection, institute use of a suitable 
antibacterial or antifungal agent. If a favorable re- 
sponse does not occur promptly, discontinue the 
corticosteroid until the infection has been adequately 
controlled. If extensive areas are treated or if the occlu- 
sive technique is used, there will be increased systemic 
absorption of the corticosteroid and suitable precautions 
should be taken, particularly in children and infants. 
These preparations are not for ophthalmic use. 
Usage in Pregnancy—Although topical steroids 
have not been reported to have an 

adverse effect on human pregnancy, the safety 

of their use in pregnant women has not been 
absolutely established. In laboratory animals, in- 
creases in incidence of fetal abnormalities have been 


Occasionally, a patient may develop a sensitivity reaction 
to a particular occlusive dressing material or achesive 
and a substitute material may be necessary. If infection 
develops, discontinue the use of the occlusive dress- 
ing and institute appropriate antimicrobial therapy. 
ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticosteroids, 
especially under occlusive dressings: burning sensations, 
itching, irritation, dryness, folliculitis, hypertrichosis, acne- 
form eruptions, perioral dermatitis, allergic contact dermatitis, 
hypopigmentation, maceration of the skin, secondary infection, 
skin atrophy, striae, and miliaria. 
For full prescribing information, consult package inserts. 
HOW SUPPLIED: The 0.025% and 0.1% Cream and the 0.1% 
Ointment are supplied in tubes of 15 g and 60 g. and in jars of 240 g (8 oz). 
The 0.1% Solution is supplied in plastic squeeze bottles of 20 ml and 60 ml. 
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The most current, 
comprehensive 
data on U.S. 
health care 


When you want current, authoritative information on the U.S. health care 
system, the new 1978 editions of Profile of Medical Practice and 
Socioeconomic Issues of Health are two of your best sources. These new 
editions, published by the American Medical Association's Center for Health 
Services Research and Development, have been expanded to include studies 
by prominent outside health researchers, as well as original articles on key 
health issues by the Center's staff. 


Profile of Medical Practice— presents data gathered from the AMA Physi- 
cians Masterfile and Periodic Survey of Physicians on such characteristics of 
medical practice as physicians' work patterns, expenses, income and fees. 


Socioeconomic Issues of Health—features the latest information on the 
U.S. health care delivery system, including health characteristics, infant and 
maternal mortality, and health care expenditures. 


Order these important references today! 
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Order Dept. 

American Medical Association 
P.O. Box 821 

Monroe, Wisconsin 53566 





Profile of Medical Practice, Name 
OP-52, $5.00 
Socioeconomic Issues of 
Health, OP-51, $5.00 
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SYNALAR’ 
(fluocinolone acetonide) 
CREAM 0.025%, 0.01% 
OINTMENT 0.025% 
SOLUTION 0.01% 
SYNEMOI* Cream 0.025% 
SYNALAR-HP*Cream 0.2% 


Description Synalar* Synemol* and Synalar-HP* contain 
the steroid fluocinolone acetonide. Their chemical name is 
6a, 9a-difluoro-16a- hydroxyprednisolone-16, 17-acetonide. 
Synalar cream contains fluocinolone acetonide 0.25 mg./g. 
or 0.1 mg./g. in a water-washable aqueous base of stearic 
acid, propylene glycol, sorbitan monostearate and 
monooleate, polysorbate 60, purified water and citric acid 
with methylparaben and propylparaben as preservatives. 


Synalar ointment contains fluocinolone acetonide 0.25 
mg./g. in a white petrolatum U.S.P. vehicle. 

Synalar solution contains fluocinolone acetonide 0.1 mg. /ml. 
in a water-washable base of propylene glycol with citric acid. 


Synemol cream contains fluocinolone acetonide 0.25 
mg./g. in a water-washable aqueous emollient base of 
steary! alcohol, cetyl alcohol, mineral oil, propylene glycol. 
sorbitan monostearate, polysorbate 60, purified water and 
citric acid. 


Synalar-HP cream contains fluocinolone acetonide 2 mg./g. 
in a water-washable aqueous base of stearyl alchol, cetyl 
alcohol, mineral oil, propylene glycol. sorbitan 
monostearate, polysorbate 60, purified water and citric acid 
with methylparaben and propylparaben as preser vatives. 


Indications Inflammatory manifestations of corticosteroid- 
responsive dermatoses. 


Contraindications Topical steroids are contraindicated in 
patients with a history of hypersensitivity to any of the 
components of the preparation. 


Synalar-HP* (fluocinolone acetonide} 0.2% cream should not 
be used on infants up to two years of age. 


Precautions If irritation develops, discontinue the product 
and institute appropriate therapy. 


In presence of an infection it istitute use of an appropriate 
antifungal or antibacterial agent. If a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the Infection has been adequately controlled. 


If extensive areas are treated or if occlusive technique Is 
used. there will be increased systemic absorption of the 

corticosteroid and suitable precautions should be token, 
particularly in children and infants. 


The safety of topical steroids in pregnant women has 

not absolutely been established. In laboratory animals, 
increases in incidences of fetal abnormalities have been 
associated with exposure of gestating females to topical 
corticosteroids, in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used extensively 
on pregnant patients, in large amounts or for prolonged 
periods of time. 

These products are not for ophthalmic use 


Synalar-HP cream should not be used for prolonged periods 
and the quantity per day should not exceed 2 g. 
of formulated material. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning. itching. irritation, 
dryness, folliculitis, hypertrichosis, acneform eruptions, 
hypopigmentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary infection, 
skin atrophy, striae, miliaria. 


How Supplied 
Synalar* (fluocinolone acetonide) 
Cream 0.025% —15 and 60g. tubes and 120 and 425g. jars. 
Cream 0.01% — 15, 45 and 60g. tubes and 120 and 425g. jars. 
Ointment 0.025% — 15 and 60g. tubes and 425g. jars. 
Solution 0.01% — 20 and 60cc. plastic squeeze bottles. 
Synemol* (fluocinolone acetonide) 
Cream 0.025% —15 and 60g. tubes. 
Synalar-HP* (fluocinolone acetonide) 
Cream 0.296 — 12g. tubes. 
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Dinitrochlorobenzene Therapy for 


T Ori inal Contributions d 


Alopecia Areata 


Rudolf Happle, MD; Kornelia Cebulla; Karin Echternacht-Happle, MD 


è Ninety patients with alopecia areata 
were treated with weekly applications to 
one side of the head of dinitrochioroben- 
zene (DNCB) dissolved in acetone, the 
other side of the head serving as control 
region. In 80 patients (89%) hair regrew 
either exclusively on the treated side, or 
considerably taster and denser on this 
side. The difference was noted, in the 
majority of cases, within eight weeks. The 
initial response, however, could not be 
maintained in all of these patients. Persis- 
tent response was observed in 72 patients 
(80%). 

Peribulbar round cell infiltrates were 
found to be more constant and denser on 
the treated side, suggesting that topically 
applied DNCB affects the peribulbar infil- 
trate present in alopecia areata. Possibly, 
the therapeutic result is due to altered 
local immunoregulation. 

(Arch Dermatol 114:1629-1631, 1978) 





| I a previous article! we reported the 

. results of a controlled study that 
showed that treatment with dinitro- 
chlorobenzene (DNCB) had been ef- 
fective in 33 out of 43 patients suffer- 


ing from alopecia areata. These 


results confirmed the observation of 


Rosenberg and Drake; who had 


reported regrowth of hair in two 
patients following topical application 
of DNCB. In this article we present 
further data obtained from a series of 
90 patients. 


Accepted for publication July 26, 1978. 

From the Department of Dermatology, Uni- 
versity of Münster, West Germany. 

Reprint requests to Universitüts-Hautklinik, 
D-4400 Münster, West Germany (Dr Happle). 





e Arch Dermatol—Vol 114, Nov 1978 


PATIENTS AND METHODS 


The group of 90 patients, including 4l 
from the original series, comprised 44 men 
and 46 women. Their ages varied from 6 to 
69 years. There were 13 patients with 
moderate hair loss (< 25% bald area), 29 
patients with extensive hair loss (> 25% 
bald area), and 48 patients with alopecia 
areata totalis. All patients were informed 
of the investigative nature of the proposed 
treatment, and informed consent was 


obtained. At present, the duration of treat- | 


ment ranges from four to 23 months. 

Dinitroehlorobenzene dissolved in ace- 
tone was applied by means of a swab stick 
to one side of the head, the other side 
serving as control region. Sensitization was 
obtained with a 2% solution applied one 
time on the scalp. Ten days later, a 0.1% 
solution was applied, and on further week- 
ly applications, the concentration was 
altered according to the patient's reaetivi- 
ty against DNCB, the aim being to induce 
a mild dermatitis without blistering or 
oozing. For this purpose, seven concentra- 
tions varying from 0.000176 to 2% were 
used, 


RESULTS 


In 80 patients (89%) hair regrowth 
occurred either exclusively on the 
treated side, or considerably faster 
and denser on this side. The differ- 
ence was observed, in the majority of 
cases, within eight weeks. In some 
patients, however, continuous treat- 
ment failed to maintain the initial 
response. Persistent response was 
noted in 72 patients (80%). The result 
was recorded (Fig 1 and 2) and, subse- 
quently, both sides were treated with 
DNCB. For maintenance therapy only 
one applieation every two to three 
weeks was sufficient. 

Ten patients (11%) did not show any 
response, although they developed an 
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degree, this apparently being a spon-- 
taneous remission. = 





























allergic eczema. Two of these patients 
required rather high concentrations of 
DNCB to maintain a mild dermatitis. 
In one patient of this group, hair. 
regrew on both sides to the same 


In eight patients (9%) who had 
shown an initial response, continuous: 
treatment failed to maintain the 
response. Four patients of this group 
required rather high concentrations of 
DNCB to develop a mild dermatitis. 
The rate of response depended on 
the severity of the disease. Persistent 
response occurred in all 13 patients — 
with moderate hair loss (100%), in 25 — 
out of 29 patients with extensive hair | 
loss (86%), and in 34 out of 48 patients 
with alopecia areata totalis (7170). - 
Satisfactory results were obtained in - 
21 out of 24 patients with a history of . 
alopecia areata present for less than - 
one year (88%), in 28 out of 34 patients | 


occurred within two to six months, but 
when treatment was resumed, re 
growth occurred within four to si 
weeks. In one patient, hair continue 
to grow without further treatment 
This was interpreted as being a spon 
taneous remission. a 
HISTOLOGICAL STUDIES 

In 38 patients biopsies were per- 
formed on both treated and untreated. 
sides of the head after regrowth had. 
started. Peribulbar round cell infil- 





Fig 1.—Alopecia areata totalis before treat- Fig 2.—Same patient as in Fig 1 after 
ment. 19-week treatment of left side. 





Fig 3.—Alopecia areata after four weeks of treatment. Untreated side (left) has less dense 


peribulbar round cell infiltrate than treated side (right) (hematoxylin-eosin, original 
magnification x 40). 
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~ trates were found to be denser on the 


treated side (Fig 8), especially in early 
stages of’ therapy. In 16 patients, 


methyl-green pyronine staining was 


performed in order to visualize cells 
producing large amounts of RNA- 
The peribulbar infiltrates contained 
large pyronine-positive cells more con- 
sistently on the treated side (Table). 
These cells probably represent lym- 
phocytes undergoing blast transfor- 
mation. 


ELECTRON 
MICROSCOPIC STUDIES 


In 11 patients, electron microscopic 
examination was performed. Peribul- 
bar infiltrates of both treated and 
untreated sides contained mature 
lymphocytes, large lymphoid cells 
with convoluted nuclei (Lutzner cells), 
macrophages, and mast cells. In addi- 
tion, lymphoblasts with large nucleoli, 
a well-developed Golgi apparatus, and 
endoplasmic reticulum were present. 
These cells were apparently identical 
to the “large pyroninophilic cells.” 


HISTOCHEMICAL STUDIES 


In 16 patients, staining for alkaline 
phosphatase, acid phosphatase, and a- 
naphthylacetate esterase was per- 
formed. No difference between both 
sides could be found. 


LABORATORY TESTS 


During treatment, RBC and WBC 
counts, blood creatinine, and transam- 


inase levels were evaluated every 


three months. Twenty patients were 
examined for methemoglobin, toxic 
granules, and Heinz bodies. No abnor- 
malities were noted. 


COMMENT 


The mechanism of the therapeutic 
effect is far from clear. The bilaterally 
paired comparison clearly shows that 
the essential mechanism is local rath- 
er than systemic. Failure to respond 
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Frequency of Large Pyroninophilic 
Cells in Peribulbar Infiltrates 
After Treatment of Alopecia 

Areata With DNCB 


Case Untreated Side Treated Side 
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6 
7 
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seems to be related to a decreased 
reactivity against DNCB, indicating 
that contact dermatitis is necessary 
for the therapeutic effect. The histo- 
logical findings indicate that DNCB 
alters both the quantity and composi- 
tion of the peribulbar infiltrates. It is 


tempting to speculate that the large 
pyroninophilie cells are activated T 


cells that would be involved either in 
the pathogenesis of alopecia areata or, 
on the treated side, in the DNCB 


dermatitis. The difference between 


both sides with respect to pyronine- 
positive cells, however, needs to be 
verified in a larger series before 
further conclusions can be drawn. 

To explain the therapeutic effect, 
the following hypothesis may be 
outlined, although experimental sub- 
stantiation is lacking. If one accepts 
the concept that alopecia areata is an 
autoimmune disease, the peribulbar 
round cell infiltrate would reflect a 
cell-mediated immune reaction 
against some hair-associated antigen. 
The application of DNCB would intro- 
duce a second antigen and, locally, this 
might lead to an “antigenic competi- 
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tion-like” phenomenon in which an. 
ongoing immune response suppresses - 
the response against an unrelated 
antigen.’ In the experimental situa- 
tion, the suppressive effect is most 
likely exerted via soluble products of 

suppressor T cells? and macrophages.* - 
It seems to be well established that 
suppressor T cells and suppressor 
macrophages are generated in experi- 
mental contact sensitivity when pieryl 
chloride is used as a sensitizing 
agent.'* It is conceivable that, in the 


same way, treatment with DNCB | 
gives rise to local accumulation of - 
‘Suppressor cells that, through the - 


action of soluble mediators, nonspecif- 
ically suppress the immune response 


against the hypothetical hair-asso- 


ciated antigen responsible for alopecia - 
areata. Thus, the therapeutic effect of — 


DNCB might be due toa change inthe . 


local balance between helper and 


suppressor cells, 


The following side effects of DNCB 


treatment have so far been observed, 
"The acetone sometimes causes a burn- 


ing sensation immediately after appli- 


cation. Gray hair may undergo a- 


yellow. diseoloration after repeated. 


-applications of DNCB. Sometimes the. 


eczematous reaction may be so severe 
that treatment has to be discontinued . 
for a week. In general, however, the 

patients easily tolerate the contact 
dermatitis that should be considered a - 
therapeutic aim and not an undesired 
effect. - 1 
At present, however, the possibility 

of other serious local or systemie 
harmful effects of DNCB after con- 
tinuous treatment cannot be excluded. 
Therefore, this new therapy cannot be 
recommended for general use before 
investigative evaluation has been 
completed. | 


Helmut Niedorf, MD, Department of Patholo- : 
gy. University of Münster, performed the elec- 
tron microscopic examinations. 


of contact sensitivity in the mouse: III. The role _ 
of macrophages and the specific triggering of 
nonspecific suppression. Eur d Immunol 4804- — 
807, 1974. 

8. Wood P, Asherson GL, Mayhew B, et ako 
Control of the immune reaction: T cells in immu- 
nized mice which depress the in vivo DNA . 
synthesis response in the lymph nodes to skin 
painting with the contact sensitizing agent pieryl 
chloride. Cell Immunol 30:25-34, 1977. 


1631 








Topical 6-Aminonicotinamide Plus 


Oral Niacinamide Therapy for Psoriasis 


Herschel S. Zackheim, MD 


| * Ninety-nine patients with psoriasis 

. were treated topically with 6-aminonico- 
tinamide (6-AN) in four years. In a 
. double-blind study, 1% 6-AN gel was 
. superior to 0.1% triamcinolone acetonide 
. in 29 comparisons, equal in three, and 
inferior in one when applied without 
occlusion for four weeks. In an open 
study, 1% 6-AN was better than four “po- 
tent" steroid creams in 34 comparisons, 
-equal in four, and inferior in one. 

. Substantial improvement or complete 
clearing of plaques occurred in 85 of 99 
patients. Tachyphylaxis occurred in ten, 
but was not permanent. Mucocutaneous 
toxicity appeared in 25% but was usually 
easily controlled. 

. Tinnitus occurred in four, but none had 
deterioration of audiogram readings. The 
combination of topical 6-AN and oral 
niacinamide therapy gives promise of an 
effective and safe treatment for psoria- 
sis. 

One of three patients with pityriasis 
rubra pilaris improved considerably with 
6-AN. 

(Arch Dermatol 114:1632-1638, 1978) 


T an initial report! the beneficial | 


| effect of topical applications of 
6-aminonicotinamide (6-AN) on pso- 
.riasis was described, and the pharma- 
cology and toxicology of 6-AN were 
‘discussed in some detail. In brief, 
. 6-AN is an analogue and the most 
potent known antagonist of nicotin- 
-amide (niacinamide)? It is antineo- 
plastic’ and teratogenic to laboratory 
animals. The principal toxicity is to 
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the central nervous system (CNS)? 
However, the lethal and CNS* toxici- 
ty, antitumor,’ and teratogenic? ef- 
fects ean be prevented or greatly 
reduced by the simultaneous adminis- 
tration of niacinamide or niacin (nico- 
tinic acid). 

In the treatment of human malig- 
nant neoplasms, 6-AN has been used 
systemically with only mild success. 
Central nervous system toxicity and 
auditory nerve damage have been 
important limiting factors.“ As a 
rule these have been preceded or 
accompanied by toxic manifestations 
relating to the skin and mucous 
membranes. 

In the present communication, ex- 
perience with topical applications of 
6-AN in 99 patients with psoriasis 
over a four-year period is summarized. 
In addition, results with three pa- 
tients with pityriasis rubra pilaris 
(PRP) are described. With a few 
exceptions, all patients using 6-AN 
were also taking varying doses of oral 
niacinamide or another B-vitamin. 


MATERIALS AND METHODS 


Colorless in solution and odorless, 6-AN, 
molecular weight 187.14, comes as white 
erystals. Its solubilities are neutral distilled 
water, 0.2% to 0.8%; acidified water (pH 3), 
1.5%'; propylene glycol, 2% to 3%; absolute 
alcohol, 0.395 to 0.4%; dimethylsulfoxide 
(DMSO), over 10%. It is insoluble in 
benzene, chloroform, and ether. 

The formula of the alcoholic gel base is 


propylene glycol, 25%; SD aleohol 40, 30%; 


laneth-10 acetate (Solulan 98), 5%; carbo- 
mer 940, 1%; water, 39%. The formula of the 
University of California (UC) cream base 
(“nonionic hydrous base") is cetyl alcohol, 
6.0%; stearyl alcohol, 6.0%; white petrola- 
tum, 14.0%; liquid petrolatum, 20.0%; 
methylparaben, 0.15%; — propylparaben, 
0.06%; polysorbate 80, 15%; polyoxyl 40 
stearate, 5.0%; propylene glycol, 2.0%; 
purified water, 45.3%. In addition to these, 


6-AN was also used in a 50% propylene 
glycol in water solution. _ 

In aqueous solution at pH 8.43, 6-AN has 
an ultraviolet (UV) absorption peak at 267 
nm. By UV spectrophotometry, aqueous 
solutions of 6-AN are stable at room 
temperature for at least six months. The 
topical preparations appeared to be stable 
indefinitely at room temperature. 

All patients had a baseline audiogram, 
complete blood cell count, and blood chem- 
istry sereening panel. The audiograms 
were repeated at three to six months, and 
the blood cell counts and chemistries at 3- 
to 12-month intervals, varying with the 
amount of 6-AN used. Because of its tera- 
togenic potential, 6-AN was not used in 
women of childbearing potential not using 
some form of contraception. All patients 
signed informed consent forms. Treatment 
of psoriasis with topical 6-AN is approved 
by the Food and Drug Administration for 
investigational use only. 


RESULTS 


Results include data on patients in 
the first series' inasmuch as many of 
them continued treatment with 6-AN, 
although in different vehicles. Experi- 
ence with the three patients with PRP 
is discussed in a later section. | 

This study includes 99 adults (68 
men, 31 women) with classic psoriasis. 
More than 50% of the body surface 
was involved in 14, including four who 
had an almost universal exfoliation. 
Otherwise patients had the usual 
plaque-stage disease of varying ex- 
tent. 

With the exception of a few 
patients having resistant lesions on 
the palms and soles and in a few other 
situations, 6-AN was used without 
occlusion. Applications were made in 
accord with the patient's ability. 
Approximately two thirds applied it 
twice daily, and one third three times 
daily. 

In the first one to two years, most 
patients were treated with 6-AN in 
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» either the acidified aqueous solution’ 


or in the alcoholic gel base. However, 
due to the-high incidence of contact 
dermatitis associated with the gel 
base, in the past two years 6-AN has 
beer? used almost exclusively in either 
the UC cream base or in 50% propy- 
lene glycol solution. The cream is used 
preferentially in glabrous areas, and 
the solution in hairy areas. Although 
some patients with extensive disease 
were able to use the solution success- 
fully over much of the body, in general 
results with the cream were superior 
to the solution in nonhairy areas. 

Three comparative studies were 
made. In the first, a double-blind 
comparison involving 34 patients, 1.5% 
6-AN in an acidified aqueous solution 
was found to be distinctly superior in 
effect to that of the solvent alone.’ 

In a second double-blind study, the 
effect of 1% 6-AN in the alcoholic gel 
base was compared with that of 0.1% 
triamcinolone acetonide in the same 
base. The series included 33 adults (22 
men and 11 women). The preparations 
were applied two or three times daily, 
depending on patient preference, but 
always similarly and without occlu- 
sion. Applications were made for four 
weeks, with the exception of two 
patients who used it for only two 
weeks. In almost all instances, they 
were made to symmetrically located 
plaques on the extremities. Response 
to treatment was monitored by clini- 
eal observations and study of 35-mm 
color transparencies. | 

The effeet of 6-AN was superior to 
triamcinolone acetonide in 29, equal in 
3, and inferior in 1 patient. Consider- 
able improvement or clearing of 
plaques occurred in 27 (82%) of the 
patients treated with 6-AN, but in 
only three (9%) of those treated with 
triamcinolone. 

More recently, the effectiveness of 
1% 6-AN in the UC cream base has 
been compared with that of four 
commercially available "potent" ste- 
roid creams: 0.1% betamethasone val- 
erate (Valisone), 0.05% betamethasone 
dipropionate (Diprosone), 0.05% fluo- 
einonide (Lidex), and 0.1% haleinonide 
(Halog) Although all preparations 
were water-washable creams, the 
bases were not identical. The study 
was "open," ie, both observer and 
patient knew the identity of the 
preparations being used. However, 
coded pretreatment and posttreat- 
ment transparency photos were ob- 
tained for all comparisons. These were 
projected and studied by two observ- 
ers who were unaware of the identity 
of the preparations. The results are 
based on their findings and clinical 
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notes. 

As in the previous study, applica- 
tions were made two or three times 
daily without occlusion to symmetri- 
eally located plaques on the extremi- 
ties, most commonly the elbows, fore- 
arms, knees, and anterior aspect of 
the legs. With two exceptions, all 
applications were made for four 
weeks, and final comparisons were 
made at the end of that period. 
Approximately one half of the pa- 
tients were seen at two as well as at 
four weeks. 

The results indicate a clear superi- 
ority of 6-AN over the steroid creams 
(Table 1 and Fig 1 and 2). The differ- 
ence in response was usually more 
noticeable at four, rather than at two, 
weeks. A considerably higher percent- 
age of lesions treated with 6-AN 
showed great improvement or com- 
plete clearing (72%) as compared with 
those similarly improved with the 
steroids (18%) (Table 2). Inasmuch as 
more than half of the lesions were on 
the elbows and knees, areas notorious- 
ly difficult to clear, the response to 
6-AN was less favorable than that 
obtained in the entire study. In addi- 
tion to the fact that occlusion was not 
used, the site location would also be a 
factor in the generally poor response 
to the steroids. 

During the past four years, 99 
patients have used 6-AN for psoriasis 
in one or more of the vehicles de- 
scribed. Since the first report, a 1% 
concentration has been used almost 
exclusively. Thirty-seven patients 
have used 6-AN for up to 30 months, 
15 for 4 to 6 months, 18 for 7 to 12 
months, 8 for 18 to 24 months, 10 for 
25 to 36 months, 6 for 37 to 48 months, 
and 5 for 49 to 50 months. The 
response, based on experience in the 
first two months of usage, was 85 
(87%) had substantial improvement or 
complete clearing of treated lesions; 8 
(875) had moderate improvement; and 
5 (5%) had mild or no improvement. 
(One patient stopped treatment after 
five days because of tinnitus.) 

Although many patients noted sub- 
stantial improvement or clearing of 
lesions within two weeks, in general 
maximum benefit was obtained after 
four or, in some instances, after six 
weeks. Responses were usually more 
rapid with thriee daily than twice 
daily applieations (Fig 3 and 4). 

Ten patients failed to improve with 
continued use of 6-AN after an initial 
favorable response (tachyphylaxis). In 
four, this occurred during a flare when 
they were also resistant to other topi- 
cal agents. Five of the ten patients 
used 6- AN after an interval of several 
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months or more following the period 
of tachyphylaxis. All five again had 
clearing of lesions with reuse of 6-AN. 
The remaining five have not been 
available for retesting. It is possible 
that the true incidence of taehyphy- 
laxis may be higher than indicated, 
since 37 patients used 6-AN for peri- 
ods of only three months or less, and 
approximately one third of the pa- 
tients in this study have been lost to 
follow-up. 

Since the first report,’ all patients, 
with a few exceptions, were in- 
structed to take some dosage of niacin 
or niacinamide while they were using 
6-AN. The frequency of annoying 
vaseular flushing led to the early 
abandonment of niacin and the almost 
exclusive use of niacinamide for the 
past three years or more. À few 
patients were given riboflavin, 10 to 
30 mg daily, and/or pyridoxine, 25 to 
100 mg daily, in addition to the niacin- 
amide. However, these did not seem to 
give any added protection against the 
occurrence of mucocutaneous side 
effects than that presumably afforded 
by niacinamide alone, and they were 
discontinued. 

In the early phase of this study, the 
dose of niacinamide was kept at the 
modest level of 25 to 100 mg/day 
taken as a single dose with the 
thought that overdosage might block 
the action of 6-AN. However, as it 
beeame apparent that this did not 
occur, the intake was increased grad- 
ually. At present, patients using less 
than 30 g of a 1% preparation weekly 
take 100 mg of niacinamide three 
times daily, and those using more take 
at least 200 mg three times daily. In 
all instances the amount of niacin- 
amide taken at least equals, and usual- 
ly exceeds by several fold, the amount 
of 6-AN that might be absorbed, 
assuming complete percutaneous pen- 
etration. For example, if 60 g of a 1% 
6-ÀN cream is used weekly, the maxi- 
mum weekly absorption would be 600 
mg, and the average daily absorption 
86 mg. This is easily covered by 100 
mg of niacinamide three times daily. 

Although orally taken niacinamide 
or niacin does not block the topical 
action of 6-AN, creams and solutions 
containing equal concentrations of 
6-AN and niacinamide (0.02% to 1.0%) 
were without meaningful effect on 
the lesions. Combinations of 6-AN and | 
niacin gave a slightly better result, 
but the results were inconsistent. | 

Thirty-one (32%) of the patients 
using 6-AN were also undergoing 
systemic chemotherapy: methotrex- 
ate, 28; hydroxyurea, 1; 6-thioguanine, 
1; thiamiprine, 1. In all of these 
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patients, some of the psoriatic lesions 
were left untreated or were treated 
with topical steroid applications as a 
control for the effects of 6- AN and the 
internal treatment. No overall differ- 
ence was evident as to the response to 
6-AN between those patients who 
were or were not undergoing systemic 
chemotherapy. Neither was there a 
difference in the incidence of mucocu- 
taneous or other toxieity between the 
two groups. 

Periods of remission following 
clearing of individual plaques varied 
from one week to at least one year. 
Remissions were shortest in patients 
with active disease as evidenced by 
the appearance of new lesions, Al- 
though quantitation is diffieult be- 
cause of the reluctance of the patient 
to withhold treatment, the average 
period of clearing after stopping 











1634 Arch Dermatol—Vol 114, Nov 1978 


Fig 3.—Anterior aspect of trunk prior to use of 6-AN. 


treatment to individual lesions was 
approximately one to two months. The 
great majority of patients stated that 
these periods were distinctly longer 
than those obtained with topically 
applied steroids, and that the amount 
of 6-AN cream required to keep the 
sites lesion-free was much smaller 
than that of steroid preparations. 
Two patients with extensive psoria- 
sis had improved only moderately 
despite prolonged treatment with 









orally taken psoralens and ultraviolet 
light-A (PUVA). Both experienced 
complete clearing of lesions treated 
with 6-AN. 

Four had an almost universal exfoli- 
ative erythroderma. All had a long 
history of poor response to a wide 
variety of topical medications, and 
three had been treated with metho- 
trexate without substantial benefit. 
Two had an excellent response to 
6-AN and have continued to use it 


P... 


Table 1.—196 6-AN vs Steroid Creams in Psoriasis* 


Betamethasone 
Valerate 


S-AN better 





without occlusion. 





Betamethasone 
Dipropionate 


Fluocinonide Halcinonide 


Fig 2.—Four weeks later. Right forearm is completely clear after 
treatment with 196 6-AN cream for two weeks. Left forearm slightly 
improved after treatment with 0.196 betamethasone valerate 
cream for four weeks. Both creams applied three times daily 





Fig 4.—Four weeks later. Anterior aspect of trunk had been 


treated with 1% 6-AN in 30% propylene glycol in water three times 
daily for one week without occlusion. 
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over prolonged periods, one responded 
only moderately, and the fourth 
showed no improvement after four 
weeks of use. 

Regional variations in response to 
6-AN in general paralleled those of 
other medications. Lesions on the 
trunk responded most readily. Of 
particular gratification was the clear- 
ing of thick plaques on the elbows and 
knees, which were resistant to topical 
steroid application. Intertriginous le- 
sions usually responded well and with- 
out much irritation. Scalp lesions were 
relatively difficult to influence, but 
some cleared with the 1% solution. 
Experience with pustular psoriasis is 
limited, but a good response was seen 
in one patient with plantar involve- 
ment. 


Pityriasis Rubra Pilaris (PRP) 


Binnick® reported clearing of PRP 
with topical 1% 6-AN in a man. In this 
study three patients with PRP were 
treated with 1% 6-AN cream. The first 
was a 65-year-old man who had 
chronic, universal, exfoliative derma- 
titis for about 30 years. It had been 
alternately diagnosed as PRP or 
psoriasis, but the latest biopsies fa- 
vored psoriasis. He was resistant to a 
wide variety of treatments, including 
topical steroids, methotrexate, and 
PUVA. Dramatic clearing of one side 
of his trunk occurred after using 6-AN 
for two weeks, whereas the untreated 
side was unimproved. He has contin- 
ued to respond excellently to 6-AN for 
three months. 

The second patient was a 52-year- 
old woman with classic widespread 
PRP who was also taking cis-retinoic 
acid. She showed no improvement in 
areas treated with 6-AN for two 
months. The third, a 26-year-old 





Fig 5.—Bilateral angular cheilitis in patient using 6-AN. 
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woman, had diffuse palmar and plan- 
tar keratoderma and a patehy salmon- 
colored scaly dermatitis limited to the 
extremities. Her clinical picture sug- 
gested a limited form of PRP, but a 
biopsy was not diagnostic. She was 
not taking cis-retinoic acid. There was 
no improvement after treatment with 
6-AN for one month. 


Contact Dermatitis 

The incidence of contact dermatitis 
showed considerable variation with 
the vehicle used. In the first study,’ 5 
of 34 (15%) patients developed a 
contact dermatitis from the use of the 
1.5% acidified aqueous solution of 
6-AN. In the present study, contact 
dermatitis occurred in 14 of 57 (25%) 
using 1% 6-AN in the alcoholic gel 
base, in 8 of 89 (21%) using 50% propy- 
lene glycol solution, but in only 5 of 71 
(7%) using the cream base. 

In five patients dermatitis from the 
use of 6-AN in the gel was accompa- 
nied by a tender, deep, often swollen 
inflammation, most commonly on the 
extremities. This deep reaction was 
not seen with 6-AN in 50% propylene 
glycol, or with the routine use of 6-AN 
cream. Three patients who developed 
a dermatitis from 6-AN gel had no 
dermatitis from 6-AN cream. Howev- 
er, two of four who used 6-AN under 


Table 2.—196 6-AN vs Four 
Steroid Creams (Combined)* 


6-AN (96) Steroids (96) 
28 (72%) 5 (1396) 

6 (1596) 
28 (7296) 


4-310 +4 
+2 6 (15%) 
-0to +1 5 (13%) 


*+3 to +4, great improvement or complete 
clearing; +2, moderate improvement, +0 to 


+1, no or mild improvement. 
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occlusion did experience a deep 
inflammatory reaction. 

Possible irritancy of the vehicle was 
determined by “use” tests in which 
the patient applied the vehicle several 
times daily without occlusion to the 
flexor forearm for one week. Al- 
though the gel base caused dryness 
and mild stinging in a few, there was 
no instance of irritant dermatitis 
from any of the vehicles. 

Four patients were presumed to 
have been sensitized to 6-AN as 
evidenced by a substantial dermatitis 
from 0.1% 6-AN in the gel or 50% 
propylene glycol solution applied sev- 
eral times daily for two days without 
occlusion after not having reacted to 
1% 6-AN in the same vehicles during 
the first few weeks of usage. Closed 
patch tests were not made. 

Three of the five patients who 
developed a contact dermatitis from 
6-AN cream had been sensitized to 
6-AN through prior use of it in the gel 
or 50% propylene glycol solution. One 
of the five developed considerable 
contact dermatitis after applying 
6-AN about the eyes, but did not 
develop this when using it below the 
neck. Other patients have used 6-AN - 
on the face without difficulty. 

In one man, psoriatic lesions on one 
arm cleared after using 1% 6-AN 
cream for one month. However, with 
continued use he developed a dermati- 
tis primarily in the uninvolved regions 
of that arm. Subsequently treatment 
with 1% 6-AN of several other parts of 
his body resulted in clearing of 
psoriatie lesions, but the dermatitis 
also appeared within one to two weeks 
of instituting the topical applications. - 
A patch test to 1% 6-AN was negative i 
at 48 hours and positive (2+) at 96 
hours. 


Fig 6.—Diffuse dryness and mild patchy dermatitis of face in 
patient using 6-AN. 
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Mucocutaneous Toxicity 


Inflammatory lesions of the skin or 
mucous membranes at sites remote 
from the lesions under treatment 
occurred in 26 of 102 (25%) patients 
(including the three patients with 
PRP) The most common sites were 
the skin about the eyes (periocular 
dermatitis) affecting 15 patients, and 
the eorners of the mouth (angular 
cheilitis) affecting 11. 

The periocular dermatitis involved 
singly or in various combinations the 
upper and lower eyelids, infraocular 
skin, and internal and external eanthi. 
A characteristic finding was tender- 
ness of the periocular skin even in the 
absence of visible inflammation. In- 
ternal and external canthitis were 
sharply defined and usually presented 
fine fissures. At times there was 
moderate puffiness of the upper and 
lower eyefolds. 

Angular cheilitis was usually sym- 
metrical and showed varying degrees 
of erusting and fissuring (Fig 5). In 
two patients there was also a slightly 
scaly inflammation of the vermillion 
borders (cheilosis). 

À diffuse, dry, slightly sealy derma- 
titis of the cheeks oceurred in four 
patients (Fig 6). In two there was 
accentuation in the nasolabial creases 
suggestive of seborrheic dermatitis. 
The distal portion of the nose was 
inflamed in four patients. This oc- 


curred as a tender erythema of the tip, - 


usually associated with small fissures 
of the nasal orifices. 

Conjunctivitis, rhinorrhea, and pho- 
tophobia occurred in three patients. In 
one patient, who also developed ero- 
sions of the mucosa of the lip, the 
conjunetivitis was greatly exudative. 
Oral mucosal lesions, consisting of 
small erosions of the tip of the tongue, 
occurred in only one other patient. 
One man complained of a "burning 
mouth." On examination, the roof of 
the mouth was moderately inflamed. 

À symmetrical diffuse dermatitis of 
the axillary vault was seen in two 
patients. In one, a 44-year-old woman, 
the dermatitis was fiery red, sharply 
defined, and very tender. It involuted 
with a residual telangiectasia that 
eventually cleared after several 
months. 

f Two men developed inflammatory 
. lesions of the penis. In one, this was 
confined to the distal foreskin. It was 
exquisitely tender and prevented re- 
traction. In the second, the shaft at 


- the base of the glans was involved. 


. This was also very tender and 
prevented intercourse. 


Careful eonsideration was given to 
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the possibility of accidental contact 
with 6-AN causing some of the "toxic" 
reactions. Against this are the follow- 


ing observations: (1) the marked 
tenderness and absence of the usual 
signs of contact dermatitis, such as 
oozing, crusting, and pruritus; (2) the 
symmetry of many of the manifesta- 
tions; (3) the subsequent occurrence of 
telangiectasia in one patient; (4) the 
fact that contact dermatitis from 
direct application of 6-AN to the 
psoriatic lesions occurred in only one 
of 26 patients having mucocutaneous 
toxicity. 

Of the 26 patients with mucocuta- 
neous toxicity, six were not taking 
supplemental B-vitamin at the time of 
their appearance. All others were 
taking some niacinamide and a few 
also took 10 to 30 mg of riboflavin 
and/or 25 to 100 mg of pyridoxine 
daily. The majority developed such 
complications within the first three 
months of using 6-AN. In 13 patients 
for whom follow-up data were avail- 
able, these complications either did 
not recur or did so to a milder degree 
despite continued use of 6-AN. In 
most of these patients, the niacin- 
amide dosage was increased. Howev- 
er, a clear-cut relationship between 
niacinamide dosage and prevention of 
these side effects was not apparent. 
They have recurred in patients taking 
100 to 200 mg in single daily or 100 mg 
thrice-daily doses. In one patient a 
tender dermatitis of the penis re- 
curred despite 200 mg three times 
daily. 

There was a somewhat greater 
tendency for mucocutaneous toxicity 
to occur in patients using 6-AN about 
the head and neck as compared to 
lower parts of the body, but it was by 
no means confined to those situations. 
A few patients had experienced toxic- 
ity when using 6-AN twice, but not 
when using it once, daily. 

Despite their frequency, the side 
effects led to an abandonment of 
treatment in only two patients. These 
were the two men who developed a 
tender dermatitis of the penis. In both 
instances the dermatitis recurred de- 
Spite precautions to avoid accidental 
contact with 6-AN, and increasing the 
dose of niacinamide from 50 mg to 100 
mg three times daily in one patient, 
and from 100 mg once daily to 200 mg 
three times daily in the second. 

In all other patients, 6-AN treat- 
ment was either interrupted only 
briefly or continued without interrup- 
tion during the period of the toxicity. 
The facial dermatitis usually cleared 
within one week with topical applica- 
tion of steroid creams, or more rapidly 


with a 5% or 10% niacinamide cream. ™ 
Angular cheilitis cleared with a nys- 
tatin-antibiotic-steroid combination 
(Mycolog) or niacinamide cream. 


Tinnitus and CNS Toxicity" 


Tinnitus occurred in four patients, 
and was associated with symptoms of 
CNS toxicity in one. 


Case 1.—A 47-year-old man with exten- 
sive psoriasis was under good control with 
6-ÀN for about one year, using about 60 g _ 
of 1% cream or solution weekly. During this 
time he took 100 mg of niacinamide once 
daily. He had an occasional episode of 
angular cheilitis but no other side effects. 
For the next five months, he took 10 mg of 
riboflavin daily instead of the niacinamide. 
A brief episode of angular cheilitis 
occurred in the last month, and he then 
stopped the riboflavin. Three weeks later, 
while still using 6-AN and not taking any 
B-vitamin, he complained of nausea, per- 
sistent headache, and ringing of the ears, 
described as a “high-pitched whine.” Con- 
comitantly, his WBC count dropped from 
7,800 to 4,200/cu mm and the hematocrit 
reading from 44.5% to 39.1%. The 6-AN 
therapy was stopped, and 100 mg of niacin- 
amide daily was prescribed. The nausea 
and headaches disappeared within one to 
two weeks. The blood cell count returned to 
normal in four to six weeks. However, the 
tinnitus has persisted for 18 months 
despite increasing the niacinamide dosage 
to 100 mg three times daily and changing 
to niacin at the same dose. At present, the 
tinnitus is mild, is noticed only in a quiet 
room, and is not of great concern. There 
have been no important changes in audio- 
gram readings taken at least every three 
months since starting 6-AN therapy. 

Cas—E 2.-À 65-year-old woman with 
extensive psoriasis had a history of chronic 
liver disease and repeated esophageal 
bleeding. She was under fairly good control 
for 18 months with about 30 ml of 1% 6-AN 
solution weekly, and was taking 50 to 100 
mg of niaeinamide daily. During this peri- 
od, she occasionally had angular cheilitis. 
For the next six months she took 10 to 30 
mg of riboflavin daily instead of niacin- 
amide. She then stopped the riboflavin. 
After three months of using about 80 g of 
1% 6-AN cream or solution weekly and not - 
taking any B-vitamin, she developed a 
tender dermatitis lateral to her left eye 
and she complained of persistent ringing 
in the left ear. She was given niacinamide, 
100 mg, pyridoxine, 50 mg, and riboflavin, 
10 mg, daily, and 6-AN therapy was 
stopped. Nevertheless, the tinnitus per- 
sisted for seven months until she died 
suddenly from esophageal bleeding. Again, 
the tinnitus was mild and was not of much 
concern. Audiograms taken up to one 
month prior to her death showed no impor- 


tant changes. 


CASE 3.— A 55-year-old man had a history 
of recurrent tinnitus of unknown cause. He 
was informed of the hazard of tinnitus. 
After using less than 15 g of 6-AN cream 
for five days and while taking 50 mg of 
niacinamide three times daily he noted a 
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reeurrence of tinnitus that apparently was 
more intense than previously. The 6-AN 
therapy was stopped and the niacinamide 
dosage was increased to 100 mg three 
times daily. The tinnitus has persisted, 
although milder, for seven months. Re- 
peated audiograms showed no deteriora- 
tion. 

Case 4.—A 52-year-old man had persis- 
tent mild tinnitus for many years. After 
using 60 g of 6-AN cream and while taking 
50 mg of niacinamide three times daily for 
two months he noted an increase in the 
intensity of the tinnitus. The 6-AN therapy 
was stopped. Repeated audiograms showed 
no changes. 


One 67-year-old man complained of 
“haziness” of vision while using large 
amounts of 6-AN. Ophthalmologic 
‘examination disclosed no abnormali- 
ties. The symptoms disappeared with- 


in a few weeks and did not recur. 


despite continuing 6-AN. 


COMMENT 


Results of this four-year experience 
confirm the remarkable effectiveness 
of topical applications of 6-AN in 
psoriasis. The superior results ob- 
tained with 6-AN as compared with 
0.1% triamcinolone acetonide and four 
"potent" steroids are impressive. Also 
attesting to the value of 6-AN is the 
considerable number of patients who 
have continued to use 6-AN for peri- 
ods of up to 50 months. 

Patients with extensive disease, as 
well as those with more limited 
involvement, have been kept under 
reasonably good control. This does not 
mean that they have been lesion-free. 
After an initial dramatie response, 
many patients lapsed somewhat and 
had some aetive lesions even though 
most of the treated lesions were 
completely or partially involuted. 
Quite a few admitted that they did not 
continue to apply the medication with 
the same regularity as they did in the 
first few months. However, the great 
majority claimed that they could keep 
their psoriasis under control with 
much less effort with 6-AN than with 
topical steroid applications. 

Although ten patients experienced 
partial or complete resistance to 6-AN 
after initial response, permanent 
tachyphylaxis was not established. In 
the five patients for whom follow-up 
observations were obtained, clearing 
of lesions occurred with reuse of 6-AN 
after an interval of several months or 
more following the period of tachy- 
phylaxis. 

Although the incidence of contact 
dermatitis from 6-AN in the alcoholic 
gel was quite high, that due to 6-AN in 
the cream base was much lower. It is 
of interest that, without plastic occlu- 
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sion, deep inflammatory reactions 
occurred only in patients using 6-AN 
in the aleoholie gel base and not in 
those using the cream base. This 
attests to the enhancement of percu- 
taneous penetration by the alcoholic 
gel, and this may be a factor in the 
high incidence of contact dermatitis in 
those using the gel. 

It is also of interest that, even 
though 6-AN is highly effective topi- 
cally, it is insoluble in common organie 
solvents and has only limited solubili- 
ty in aleohol, thereby taking it out 
of the category of "lipid-soluble" 
agents. 

The principal concern with the use 
of €&-AN is the possibility of toxic 
effects on the CNS, most notably 
permanent auditory nerve damage. In 
cancer patients receiving large doses 
of 6-AN systemically, but not taking 
supplemental B-vitamins, the first 
sign of auditory nerve damage was 
tinnitus, followed by high-frequency 
hearing loss and then total deafness. 
In all likelihood, the hearing loss was 
irreversible despite massive nicotin- 
amide therapy." " 

As noted in the introduction to this 
article, CNS toxicity, antitumor ac- 
tion, and other effects of 6-AN in 
laboratory animals were prevented by 
the simultaneous administration of 
niacinamide or niacin. Toxicity of 
6-AN fed to rats was prevented by a 
tenfold level of niacinamide in the 
diet.’ However, a 2.5-fold dose of nico- 
tinamide provided complete protec- 
tion against the toxicity of 6-AN in 
mice when injected concomitantly.” 

In this laboratory, hind limb paraly- 
sis was produced in outbred Swiss 
mice by the topical application of 1% 
to 4% 6AN in dimethyl sulfoxide 
(DMSO) daily for up to two weeks. 
When an equal amount of niacinamide 
(milligram per milligram) was given 
intraperitoneally simultaneously with 
the paintings, no paralysis or other 
symptoms of toxicity occurred. Partial 
protection was afforded by giving 
half the amount of niacinamide (un- 
published data). As noted earlier, most 
or all of the effectiveness of 6-AN in 
topical preparations was lost when it 
was mixed with equal concentrations 
of niacinamide or niacin. 

In all likelihood, niacinamide was 
not given to cancer patients receiving 
6-AN systemically for fear of prevent- 
ing the antineoplastic action of 6-AN. 
It was therefore gratifying to note 
previously’ that oral intake of niacin- 
amide or niacin did not block the 
topical action of 6-AN on psoriasis. 
This most likely reflects a differential 
concentration in favor of 6-AN vs 
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niacinamide or niacin in the skin ^ 
lesions. On the basis of the aforemen- 
tioned animal experiments, it seems 
reasonable to assume that intake of 
niacinamide in sufficient doses will- 
prevent auditory nerve damage and | 
CNS toxicity in patients using 6-AN. 
However, a definitive statement can- 
not be made at present as to what the 
optimum dosage might be. There are 
presently no available data as to the 
percutaneous absorption of 6-AN in 
laboratory animals or man. Certainly 
patients should take at least as much, 
and probably more, niacinamide by 
mouth as 6-AN is applied to the skin, 
even though complete transepidermal 
absorption of 6-AN is highly unlikely. 
The percutaneous absorption of nia- 
cinamide in man is approximately 
1195." 

Inasmuch as 6-AN is applied several 
times daily and is probably gradually 
absorbed throughout the 24-hour peri- 
od, it is advisable to give niacinamide 
in divided doses, preferably three 
times daily, rather than as a single 
dose. Peak plasma levels of niacin are 
reached one hour after oral adminis- 
tration and fall rapidly thereafter. 
No data relating specifically to gas- 
trointestinal absorption of niaein- 
amide could be found. 


The absence of substantial deterio- 


ration in audiogram readings in any 
patient in this study, including those 
who have been using 6-AN for more . E 
than four years, supports the hope 
that niacinamide intake will prevent 
auditory nerve damage. Particularly 
instructive are the experiences of 
patients 1 and 2 who both developed 
tinnitus, and also symptoms of CNS . 
toxicity in patient 1, during à period — 
when they were not taking niacin- 
amide or another B-vitamin. Although 
in both cases the tinnitus was mild 
and was not associated with audio- 
gram changes, it persisted despite 
subsequent intake of niacinamide and . 
niacin. 

Evaluation of the two patients with 
a previous history of tinnitus is more 
difficult. Both had used only small 
amounts of 6-AN and were taking 
moderate doses of niacinamide when 
the tinnitus reeurred or became more 
intense. Patients with a history of 
tinnitus should probably not use 
6-AN. | 

The most common toxie reaction 
due to topical 6-AN was that affecting. 
the skin and mucous membranes of © 
the face and oral cavity, although the 
axillae and penis were involved in two: 
patients. These manifestations were 
often similar to those seen in patients 
receiving 6-AN systemically," but in 
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general were much milder. In all like- 
lihood this is because patients using 
6-AN topically also were taking sup- 
plemental B-vitamins. Patients tak- 
ing 6-AN systemically had a high inci- 
dence of oral ulcerations, stomatitis, 
pharyngitis, glossitis, and severe ocu- 
lar inflammation. Only one patient in 
this study had mucosal ulcers, one had 
mild stomatitis, and none had glossi- 
tis. By contrast, toxicity related to the 
skin appeared to be more common in 
this study than was reported in the 
cancer patients. 

The exact mechanism of mucocuta- 
neous toxicity from 6-AN is obscure. 
Herter et al* characterized the mani- 
festations as those of a “mixed 
B-complex vitamin deficiency." In- 
deed, many of the signs, including 
angular cheilitis and facial dermatitis, 
occur in experimental human niacin,” 
riboflavin," and pyridoxine" deficien- 
cy. The similarities of the deficiencies 
prompted the use of supplemental 
riboflavin and pyridoxine as well as 
niacinamide. However, in limited 
trials, they did not seem to give added 
protection. 

The classic photodermatitis of pel- 
lagra was not seen in patients with 
severe toxicity from systemically ad- 
ministered 6-AN or in this study. The 
peculiar tender dermatitis at remote 
sites following percutaneous absorp- 
tion of 6-AN may be unique. The 
improvement of facial dermatitis and 
angular cheilitis with topical applica- 
tions of niacinamide is in accord with 
clearing of dermatitis with niacin- 
amide cream in isoniazid-induced pel- 
lagra.'" 
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Although mucocutaneous side ef- 
fects often caused temporary inter- 
ruption of treatment, they were usual- 
ly easily controlled and led to an aban- 
donment of 6-AN only in the two men 
who developed a dermatitis of the 
penis. 

Doses as high as 200 mg of niacin- 
amide three times daily did not block 
the topical action of 6-ÀN, and there 
seems to be a lessening of mucocuta- 
neous toxicity with increasing doses. 
Higher doses of niacinamide will be 
tried. Fortunately, niacin and niacin- 
amide are relatively nontoxic. Large 
doses of niacin (1.5 to 6.0 g) have been 
used for many years as a cholesterol- 
lowering agent." This effect is not 
shared by niacinamide. Daily doses of 
3 to 6 g of niacinamide have been 
given to schizophrenic children with- 
out difficulty." However, hepatotoxic- 
ity occurred in an adult taking 9 g 
daily.* 

Cancer patients taking large doses 
of 6-AN had no bone marrow or inter- 
nal organ toxicity even though some 
had severe CNS toxicity." In this 
study no meaningful changes in blood 
cell counts or chemistries related to 
6-AN occurred with the exception of 
patient 1, who had a mild hemato- 


 poietie depression while he had head- 


aches, nausea, and onset of tinnitus. 
Approximately one third were taking 
methotrexate and their blood cell 
counts and chemistries were observed 
closely. Nevertheless, the experience 
of patient 1 indicates that patients 
using large amounts of 6-AN should 
have these measurements checked at 
least every three months. 
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Some aspects of the pharmacody- 


Bullous Pemphigoid 


Therapy in Patients With and Without Diabetes Mellitus 


Thomas F. Downham II, MD, Thomas A. Chapel, MD 


e Retrospective analysis of 34 patients 
with bullous pemphigoid (BP) showed 24 
.. qo. 6%). with widespread disease and 10 

(29.4%) with localized disease. Initial 
prednisone therapy was significantly low- 


er for patients with localized BP, mean 


dose of 38 mg vs 58 mg, compared with 


widespread disease. Fifteen of 24 (6296) 


patients responded; however, 9 (3896) 
failed to respond to moderate-dose pred- 
nisone therapy and ultimately required 
daily doses of 100 mg or more and/or an 
immunosuppressive agent. Adult-onset 
diabetes mellitus was present in 14 of 34 
(4196) patients. Initial prednisone dose for 
diabetic patients with widespread BP was 
significantly greater, 70 mg vs 54 mg, 
compared with nondiabetic patients. Ad- 


dition of methotrexate, 2.5 to 15 mg, every 


other day or twice-weekly oral administra- 
tion, was effective when moderate-dose 
prednisone therapy failed. It is possible 
that insulin-dependent diabetic patients 
with BP should be preferentially started 
on immunosuppressive drugs. 

(Arch Dermatol 114:1639-1642, 1978) 
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\lucocorticosteroids and immuno- 


suppressive drugs, alone or in 
combination, are used in the treat- 
ment of bullous pemphigoid (BP). 
However, despite the relatively long 
experience with glucocortieosteroids, 
there is no agreement as to an opti- 
mal dose of drug needed for control of 
the disease. Prednisone, or its equiva- 
lent, has been recommended in daily 
doses ranging from 40 to 180 mg.'" 
Bullous pemphigoid frequently af- 
fects the aged, seems to be a self- 
limiting disease of chronic nature, and 
is rarely the direct cause of death.” 
Prolonged administration of high- 
dose glucocorticosteroids poses a risk 
of serious side effects; thus, it is tena- 
ble to initiate therapy with moderate 
levels of prednisone and/or immuno- 
suppressive drugs. However, the ef- 
fectiveness of moderate-dose predni- 
sone treatment for BP is poorly docu- 
mented. 

We report our experience of treat- 
ment of BP using moderate doses of 
prednisone and/or immunosuppres- 
sive drugs. The report also emphasizes 
an apparent deleterious effect of 
diabetes mellitus on the course of BP 
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eed with prednisone and/or im- ; 


| munosuppressive drugs. 


PATIENTS AND. METHODS 


Thirty «four. patients were. hospitalized 
for treatment of BP between 1969 and 1977 
at Harper and Detroit General Hospitals in. 
the Detroit Medical Center. Seventeen 
patients were men and 17 were women. . 
The age of the patients ranged from 27 to. - 
87 years, with the average age of onset at — 
68 years. i 

All patients had classical clinical disease 
with tense bullae arising on inflamed or 
normal-appearing skin. The diagnosis was. 
confirmed by routine histopathological. 
biopsy and, in 23 cases, by direct and/or 
indirect immunofluorescenee studies using 
previously described. techniques." '* 

Before treatment all patients had à 
hemogram, urinalysis, chest roentgeno- 
gram, BUN, SGOT, and serum electrolyte 
determinations. A fasting plasma glucose 
specimen was obtained from each patient. 
Patients with a previous documented histo- 
ry of diabetes mellitus or those presently 
receiving insulin therapy were not sub- 
jected to further testing (Tables 1 and 2). 
Patients with an abnormal fasting glucose 
value were further evaluated with a two- 
hour postprandial blood glucose and/or 
standard three-hour glucose tolerance test. 
One hundred grams of glucose was admin=. 
istered orally and plasma and urine 
samples were ‘obtained at 60, 120, 180, 240; 
and 300 minutes. The Joslin Clinic diagnos- 
tie criteria were used to determine the 
presence of diabetes mellitus.” Abnormal 
values are fasting > 100 mg/dl; 1 hour. 
2» 160 mg/dl, 2 hour 120 mg/dl; 3 hour . 
7 100 mg/dl. In borderline cases, emphasis 
was placed on peak value for diagnosis. 

The extent of disease for each patient 
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Table 





1.—Clinical Data of Patients With Widespread Pemphigoid and Diabetes Mellitus _ 





Diabetes Mellitus - 

































Initial Fasting — | i 
Case/ . Days Dose of Blood 
Age, yr/ in Prednisone, Cytotoxic Glucose, 
Sex Hospital mg Drugs mg/ di Therapy Complications - Follow-up 
1/65/F _A4 60 None | Diet — ge 
2/68/F 58 60 Methotrexate, 25 mg/wk 233 Diet, daily oral hy- None 






intramuscularly for 5 poglycemic agent 
wks; 2.5 mg orally 2 to 

3 times per week 
3/73/M 47 80 None 



























Diet, daily oral hy- ^ None | | Dead 

| mM poglycemic agent : 

Cyclophosphamide, 50 mg 95 Diet Acneiform eruption 

daily for 5 doses; then : 

methotrexate, 25 mg/wk 

orally for 2 doses P 

None 250 Diet, insulin zinc None — Living 

suspension 50 

units every AM 

238 Diet, insulin zinc None Living 
suspension 10 

units every AM 











4/69/M 



















 5/65/F 











6/81/F 58 



















7/71/7F Methotrexate, 25 mg/wk | 690 Diet, regular insulin Mucor mycotic pneumo- Dead 
for 2 doses intramuscu- on a sliding scale nia, hemolytic anemia, 
larly 












urinary tract infection, 

. hepatorenal failure — 
Methotrexate, 25 mg/wk Diet, insulin zinc Pseudomonas septice- Dead 
for 7 doses intramuscu- Suspension 42 mia, diverticulitis, con- 
larly units every AM gestive heart failure 
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Table 2. 





~Clinical Data of Patients With Localized Pemphigoid and Diabetes Mellitus 





Diabetes Mellitus 



























Initial Fasting 
Case/ Days Dose of Blood 
Age, yr/ in Prednisone, Cytotoxic Glucose, | | 
Sex Hospital mg Drugs mg/di Therapy Complications Follow-up . 
1/630M no o 20 None | 228 Diet, daily oral hy- 




















poglycemic agent 
98 Diet, daily oral hy- 
poglycemic agent x: 
Diet, daily oral hy- — None Dead 
poglycemic agent | 
— Diet Cushingoid © 
Diet, insulin zinc None | Living 
suspension, 20 
units every AM, 
| | __ 10 units every PM 
Methotrexate, 25 mg intra- 339 . Diet, regular insulin Cerebral vascular acci- 
muscularly once on a sliding scale dent, Pseudomonas- 
Klebsiella septicemia, 
diabetes mellítus, un- 
controlled 


2/74]F — 5 None 








3/77/F 36 60 161 





4/73/M 
5/79/M 





None 
















6/78/F 26 





















was classified as limited if lesions were 


We update RESULTS Moderate-dose prednisone therapy 
localized to a single anatomic region and n5 | - peor be 34 Yates 
idespread if multiple regions were Response to Therapy | controlled the BP in 15 of 24 (62%) 


involved. Ten patients were placed in the ME , patients with widespread lesions and 
former category and 24 in the latter. Initial The initial prednisone dose and nine of ten patients with loealized 

rednisone therapy was selected by the response to treatment were directly disease. One patient with localized BP 
attending physician, and the amount of related to the extent of lesions. Twen- ^ and poor initial response experienced 
drug used reflected the severity of BP. All ty-four (70.6%) patients had wide- clearing when the daily dose of pred- 
patients remained hospitalized until new spread lesions and ten (29.4%) had ^ nisone was increased. However, the 
Mo un ds XE Von lesions of limited distribution. The ^ amount of eorticosteroid needed to 
E e ic Ban eres ae starting dose of prednisone was control the disease was less than the 
and days in hospital. A two-tailed Stu- significantly lower for patients with meon dose for others with puntas 
dent's t test was employed for measuring localized BP, averaging 38 mg vs 98 involvement. 








the significant differences between means mg for those with generalized lesions The nine (88%) patients who failed 
(Table 3). (Table 3). to respond to initial moderate-dose 
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Pemphigoid, N = 34 


Widespread Localized 
24/70.6 
58 + 22 


Mean initial prednisone dose, mg 


1 « P< 02 
38 + 25 


Days in hospital 
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Mellitus, 14/34 (4196) 


Nondiabetic Diabetic 


10/29.4 
38 + 31 
= 2.50 = 2.24 
02 <P< .05 
25 +18 
t = 1.37 


16:<: P«.20 





Widespread 
Localized 


(Unrelated 
Cause) 


Dead (Disease or 
Drug Related) 


Associated Diabetes Mellitus 


prednisone had subsequent increases 
of daily prednisone doses above the 
mean starting dose (58 mg). Seven of 
these patients ultimately required 
daily doses of 100 mg or more of 
prednisone and/or an immunosup- 
pressive drug before their disease was 
controlled. 

Cytotoxic drugs were used in ten 
patients. Methotrexate, in a dose of 25 
mg intramuscularly, promptly con- 
trolled the widespread BP of one 
patient with active peptic ulcer dis- 
ease. Nine other study entrants had 
cytotoxic drugs added to their predni- 
sone regimen because the corticoster- 
oid failed to suppress new blister 
formation. Six of these nine patients 
received methotrexate; one, mercapto- 
purine; and two, cyclophosphamide 
and methotrexate. In the latter two 
cases, the cyclophosphamide, initiated 
in an oral dose of 50 mg daily, was 
discontinued because of a failure to 
produce a favorable clinical response. 
Methotrexate was then added and 
control of blistering was achieved 
using either an intramuscular dose of 
25 mg weekly or an oral dose of 2.5 to 
15 mg daily for five to seven days each 
week. After good control was 
achieved, the methotrexate dosage 
was decreased to an alternate-day or 
twice-weekly schedule. 


Diabetes and BP 


Adult onset diabetes was present in 
14 of 34 (41%) patients, and all 14 hada 
diagnosis of diabetes before the onset 
of their BP (Tables 1 and 2). Three of 
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these patients had controlled their 
diabetes with dietary regulation, five 
received regulated diet plus daily oral 
hypoglycemic agents, and six received 
regulated diet plus insulin daily. 
Three patients receiving insulin were 
poorly regulated, "brittle" diabeties 
(Tables 1 and 2). 

In general, widespread BP in our 
diabetie patients was more difficult to 
control than in similarly affected 
nondiabetie patients, partieularly if 
the diabetes mellitus was poorly regu- 
lated. The hospital stay for patients 
with widespread BP and diabetes 
mellitus averaged 51 days vs 32 days 
for similarly involved nondiabetics. 
The longer stay for diabetie patients 
was statistically significant (.05 < 
P<.10) when examined with the 
Student's t test. The average starting 
dose of prednisone for diabetic pa- 
tients with widespread BP was 70 mg 
as compared with 54 mg for nondia- 
betic patients (Table 3). The two insu- 
lin-dependent patients with diabetes 
mellitus and widespread BP required 
100 mg or more of prednisone daily 
and/or immunosuppressive drug to 
prevent new blister formation (Table 
1) In eomparison, only four nondia- 
betic patients with widespread BP 
required similar therapy. The thera- 
peutie response of diabetic patients 
with localized BP was not significant- 
ly different from that of nondiabetic 
patients with limited disease. One 
patient with brittle diabetes was not 
controlled with 80 mg of prednisone 
daily and one 25-mg intramuscular 
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dose of methotrexate. Her diabetes 
remained uncontrolled, and subse- 
quently she died of a cerebral vascular 
accident and septicemia (Table 2). 


Complications and Mortality 


All nondiabetic patients with wide- 
spread BP did well, and none died of 
drug-related complications. However, 
two diabetic patients on a high-dose 
steroid and immunosuppressive drug 
regimen died from complications at- 
tributable to therapy. The diabetes 
mellitus in both had been poorly regu- 
lated. At autopsy, one patient was 
found to have a Mucor mycotic pneu- 
monia and the other a Pseudomonas 
septicemia and bronchopneumonia 
(Table 1). No diabetic or nondiabetic 
patient with localized disease devel- 
oped drug-related adverse reactions 
(Table 4). The overall mortality of 
patients with BP without or with asso- 
ciated diabetes mellitus was 26% 
(Table 4). The mortality of diabetic 
patients with widespread BP was 50%, 
but for those with diabetes and local- 
ized disease, the mortality was 33%. 
Prakken and Woerdman," Lever,' and 
Rook and Waddington? reported mor- 
talities of 16%, 24%, and 36%, respec- 
tively, for BP. 


COMMENT 


Bullous pemphigoid is a disease of 
heterogeneous nature. Some patients 
display a few localized lesions that 
tend to remit spontaneously, while 
others have a disease of chronic course 
characterized by many lesions widely 
distributed over the cutaneous sur- 
face.’ Concomitant with this clinical 
heterogeneity is a variable response to 
treatment. 

The initial dose of prednisone and 
response to treatment was directly 
related to the extent of lesions. The 
starting dose of prednisone was 
considerably lower for patients with 
localized BP than for those with wide- 
spread lesions, and all with limited 
lesions cleared on moderate doses of 
prednisone. These observations paral- 
lel those of Ahmed et al, who reported 
an excellent prognosis in BP patients 
with localized lesions. The majority of 
their patients experienced clearing of 
lesions with topical steroid therapy 
and wet dressings.” 

Patients with widespread lesions 
had a variable response to moderate- 
dose prednisone therapy. Lesions 
were controlled in 15 of 24 (62%) 
patients. However, the nine remain- 
ing patients needed substantial in- 
creases in prednisone, and, in most 
cases, this reached 100 mg or more a 
day. Moreover, the poor response in 
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seven of nine patients led to the 
concurrent use of a cytotoxic drug. 
The addition of an immunosuppres- 
sive drug often proved effective when 
moderate-dose prednisone therapy 
failed to control new lesions. Similar 
results have been reported by Lever 
and Hashimoto.’ It is our impression 
that the every-other-day or twice- 
weekly oral administration of metho- 
trexate, in doses of 2.5 to 15 mg, 
caused the most rapid suppression of 
new blisters. The concomitant use of 
an immunosuppressive agent also per- 
mitted rapid tapering of prednisone, 
thereby reducing the risk of untoward 
steroid side reactions, such as psycho- 
sis, acneiform eruptions, cushingoid 
features, hypertension, or aggrava- 
tion of existing diabetes mellitus. This 
is particularly important as our dia- 
betic patients had more therapy- 
related adverse reactions. The clinical 
and laboratory course of diabetie 
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5. Brennan JG, Montgomery H: Pemphigus 
and other bullous dermatoses: Correlation of 
clinical and pathological findings. J Invest 
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patients should be monitored closely 
and their diabetes mellitus must be 
strictly controlled. It is possible that 
insulin-dependent diabeties should be 
preferentially started on an immuno- 
suppressive drug, without concomi- 
tant glucocorticosteroid. 

To the best of our knowledge, 
diabetes mellitus has not been re- 
ported in frequent association with 
BP. Therefore, we were somewhat 
surprised when 14 of 34 (41%) patients 
had coexisting adult onset diabetes. 
This large number of diabetic patients 
may, in part, be explained by commu- 
nity physicians selectively referring 
elderly patients with diabetes mellitus 
and BP to a university affiliated inpa- 
tient program. However, the associa- 
tion may not be fortuitous. The 
preponderance of BP in the aged is 
consistent with previous work indicat- 
ing that, although T-cell function may 
be depressed in aging, antibody- 
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mediated responses may remain in- 
tact." Additionally, there is enough 
evidence to consider BP an autoim- 
mune disorder.^ Diabetes mellitus is 
also recognized as a heterogeneous 
disorder, and the evidence for a true 
autoimmune form of diabetes mellitus 
is accumulating." The clinical associa- 
tion of diabetes with diseases thought 
to be autoimmune, such as idiopathic 
adrenal insufficiency, Graves’ disease, 
Hashimoto’s thyroiditis, pernicious 
anemia, myasthenia gravis, and vitil- 
igo is well recognized.'* Thus, the asso- 
ciation of BP with diabetes mellitus as 
indicated in this report may be more 
than coincidental. 
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Coexistent Psoriasis and 


Bullous Pemphigoid 


A Report of Six Cases 


Walter A. Koerber, Jr, MD; Norman M. Price, MB, ChB; William Watson, MD 


è Vesicles and bullae developed in six 


patients with psoriasis while they were 


undergoing therapy for their psoriasis. - 


Skin biopsy specimens were taken from 
their lesions and studied for regular histo- 
pathologic findings and direct immuno- 
fluorescence. These studies confirmed 
that they had coexistent psoriasis and 
bullous pemphigoid. A review of the ther- 
apy that the patients were given incrimi- 


nates anthralin, crude coal tar, ultraviolet 
light, and salicylic acid in the possible 


cause of the development of their bullous 
pemphigoid lesions. 
(Arch Dermatol 114:1643-1646, 1978). 


Po rarely has a bullous com- 
ponent and infrequently is asso- 
ciated with bullous disorders. Several 
authors have described psoriasis with 
bullae that were manifestations of 
exocytosis of neutrophils and edema. 
There have been many reported asso- 
ciations of psoriasis with noninfec- 
tious bullous disorders" (Table). 

In this report we describe six 


patients with coexisting psoriasis and. 


bullous pemphigoid. 
REPORT OF CASES 


Case 1.—À 75-year-old man was seen at 
Stanford University Medical Center in 
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March 1976 with a 80-year history of | 


plaque-type psoriasis eonfined mainly to 
the knees and elbows. He had been apply- 
ing steroids topically and using emollients 
up to the time of his admission. 


On examination, erythematous, scaling, 


discrete, and confluent plaques were visi- 
ble on the knees, elbows, and trunk. Results 


of pertinent laboratory tests were within. 


normal limits. The patient was treated 
with anthralin, eoal tar gel, ultraviolet 
light, and topieally applied steroids. Over 
the following week, he developed flaecid 
bullae on his lower extremities. A biopsy 
showed a large subepidermal bulla contain- 
ing neutrophils and eosinophils. There was 
also a moderate upper dermal inflammato- 
ry infiltrate in a perivascular distribution 
made up predominantly of lymphoeytes 
with a few neutrophils and eosinophils (Fig 
1). Direct immunofluorescent examination 
showed IgG and IgM in a linear pattern at 
the basement membrane zone. Indirect 
immunofluorescent testing demonstrated 
anti-basement membrane zone antibodies 
in a titer of 1:40. 

A regimen was begun of methotrexate, 
50 mg intramuseularly weekly for two 
weeks, at which time the patient showed no 
response other than clearing of his psoria- 
sis. Prednisone, 60 mg orally each day, was 
added to his regimen. Within a week his 
lesions were healing and no new bullae 
were forming. 

Medications prescribed at discharge 
from the hospital included methotrexate, 
30 mg/wk in three oral doses of 10 mg each 
at 12-hour intervals, and prednisone, 40 
mg/day. The methotrexate and prednisone 
dosages were tapered gradually so that 
after a year he was taking 10 mg of 
methotrexate a week in divided oral doses 
and 20 mg of prednisone every other day. 
He has had no visible disease since June 
1976. 

Case 2.—AÀ 70-year-old woman who had 
been treated at the Stanford University 


. Medical Center for the previous five years — 

for psoriasis of 30 years’ duration was- 
again admitted in December 1974 for - 
plaque-type psoriasis covering 80% of her - 


body. She was treated with a modified 


Ingram regimen using anthralin and 


ultraviolet light. On her eighth hospital . 


day, many vesicles and bullae were seen 


over her abdomen, arms, and inner thighs 


(Fig 2). The Nikolsky sign was negative. 


-A biopsy specimen from her right arm. 


was consistent with bullous pemphigoid 
. (Fig 3). Direct immunofluorescent exami- 


nation demonstrated IgG deposits in a 
linear pattern at the basernent membrane 
zone on three different occasions. An indi- 
reet immunofluorescent examination was 
not performed until a year later, at which 


time it yielded normal results. Medical — 


history included diabetes for the past four 
years, for which she had been taking chlor- 
propamide, 250 mg twice daily. 


She was begun on a regimen of metho- - d 


trexate, 30 mg/wk in divided doses. After 
two weeks, no new bullae were forming 


and the old ones were healing slowly. Over. 


the next year, the methotrexate dosage 
was tapered slowly and finally discontin- . 
ued in December 1975. By June 1976, her 
psoriasis had become more extensive and a 


few erosions had developed on the lower - 


portion of her arms and on the dorsa of her _ 
hands. One month later she had several . 
small vesicles on chronic psoriatic — 
plaques. 

The patient was hospitalized again iù -` 
September 1976 because of extensive scal- ^ 


ing plaques and many flaccid vesicles and - 


bullae. Methotrexate was reinstituted at 15 
mg a week in divided doses, after which - 
both her bullae and psoriasis resolved. 
quickly. o 

The methotrexate dosage since has been . 
tapered to 7.5 mg every other week in. 
divided oral doses. She has been free of 
vesicles but has small psoriatic plaques on 
her trunk and extremities. 
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Psoríasis Associated With Bullous Disorders 





Associated Disorder 
Bullous pemphigoid 


Comments 
Called pemphigus originally; biopsy consistent with 


bullous pemphigoid 
Leoni 1952* 1 


DeLestrade 1959* 1 
Boigert et ai 1960* 1 








Bloom 1929' 1 


Pemphigus foliaceus 
Pemphigus foliaceus 
Pemphigus 


| No biopsy 
Type not specified; biopsy consistent with pemphi- 
gus vulgaris 











Jaimovich et al 1965” 1 
Reiss 1965* 1 
Morales et al 1966° 1 
Fisher et al 1967" 1 
1 
1 





Banaszkiewicz 1968" 


Pemphigus erythematosus 

Darier's disease 

Familial benign chronic pemphigus 
Familial benign chronic pemphigus 
Darier's disease 





Boxley et al 1977” 2 Familial benign chronic pemphigus NS 
Ahmed and Winkler 1977* 1 Bullous pemphigoid Induced by ultraviolet light (UV-B) 


Thomsen and Schmidt 1976^ 2 Bullous pemphigoid Induced by ultraviolet light (UV-A) 
Koerber et al 1978 6 Bullous pemphigoid obs; 











COME 


Fig 1.—Case 1. Subepidermal bulla with neutrophils and eosinophils. 








3 


Note psoriasiform hyperplasia of epidermis at edge of bulla (hema- 


toxylin-eosin, original magnification x 100). 


Case 3.—A 53-year-old woman was seen 
at Stanford University Medieal Center in 
November 1974 with a 13-year history of 
psoriasis limited to her elbows and knees. 
She had been using coal tar creams, topical 
steroid applications, and ultraviolet light. 
Anthralin had not been used. Five weeks 
before her visit, she noted the onset of 
vesicles on the inner aspect of her left 
forearm, which subsequently spread to 
involve her right forearm, the ankles, and 
the dorsa of her hands. Her medical history 
included rheumatoid arthritis and mild 
hypertension. Medications included acetyl- 
salicylic acid and intermittent courses of 
prednisone for her arthritis. 

Physieal examination showed vesicles 
and bullae located bilaterally on the ventral 
aspect of the forearms, the dorsa of the 
hands, and the ankles. There were exco- 
riated papules on her back and multiple 
erythematous scaling papules scattered 
diffusely over her trunk and proximal 
extremities. 
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Results of pertinent laboratory tests 
were within normal limits. À biopsy speci- 
men from the left forearm showed a subep- 
idermal bulla containing a few neutrophils. 
Direct immunofluorescent examination 
demonstrated IgG deposits in a linear 
pattern at the basement membrane zone. 
An indirect immunofluorescent examina- 
tion was not ordered. 

The results were interpreted as being 
consistent with bullous pemphigoid. The 
patient returned to her private physician 
in Southern California for treatment. 

A communication with her physician in 
June 1977 indicated that she had been 
placed on a regimen of methotrexate, 10 
mg intramuscularly every three weeks, 
from December 1974 until December 1975. 
She has had no bullae since December 
1975. 

Case 4.—In December 1973, a 69-year-old 
man with a four-year history of psoriasis 
was admitted to the Palo Alto Veterans 
Administration Hospital (VAPA) with bul- 


Fig 2.—Case 2. Psoriatic plaques and bullae on abdomen. 


lae on the trunk and extremities. Two 
months prior to admission, he experienced 
a flare-up of his psoriasis and was treated 
with anthralin. Subsequently he developed 
bullae on his arms, which spread to his 
trunk and thighs. 

Physical examination showed many 1- to 
2cm erythematous, scaling plaques, ero- 
sions, and bullae on the trunk and extrem- 
ities (Fig 4). The Nikolsky sign was nega- 
tive. 

A biopsy showed a subepidermal bulla 
consistent with bullous pemphigoid. Both 
direct and indirect immunofluorescent 
examination demonstrated IgG only in a 
linear pattern at the basement membrane 
zone. The indirect titer was 1:40. Results of 
pertinent laboratory tests were within 
normal limits. 

He was given 60 mg/day of prednisone 
orally. New bullae ceased to form and, 
after one week, the prednisone was 
reduced to 30 mg/day; methotrexate, 20 
mg/wk intramuscularly was administered. 
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Fig 3.—Case 2. Subepidermal bulla with a perivascular infiltrate of lymphocytes, 
eosinophils, and neutrophils (hematoxylin-eosin, original magnification x 100). 


Fig 4.—Case 4. Anterior aspect of thigh shows psoriatic plaques and erosions. 


He was discharged in February 1974 on a 
regimen of methotrexate, 20 mg weekly, 
and prednisone, 15 mg every other day. 

The prednisone and methotrexate dos- 
ages were tapered and finally discontinued 
one month later, and his disease has been 
managed with topical steroid applications 
and occasional use of anthralin paste. In 
December 1974 he noted the occasional 
appearance of bullae and, in March 1975, 
while vacationing in Hawaii, he had a 
sudden flare-up of bullae over his trunk 
and extremities. He was hospitalized and 
treated with topical steroid applications 
and antihistamines. A liver biopsy showed 
evidence of mild nonspecific hepatitis, 
which, it was believed, did not contraindi- 
cate further methotrexate therapy. He was 
started on an oral regimen of methotrex- 
ate, 22.5 mg/wk in three divided doses. 
After two weeks new bullae ceased to form 
and the old lesions began to heal. Since his 
discharge, he has taken maintenance doses 
of 15 mg of methotrexate weekly and has 
developed a few new bullae each month. 

Case 5.—A 79-year-old man was admit- 
ted to the VAPA in May 1977 with a 
three-year history of psoriasis that had 
been treated with topical steroid applica- 
tions. Two weeks prior to admission, he 
was given a salicylic acid cream and subse- 
quently developed bullae over the treated 
areas. 

Physical examination showed discrete 
and  eonfluent  erythematous scaling 
plaques, many with vesicles and large 
tense bullae, on the trunk, arms, and legs. 
The Nikolsky sign was negative. 

Initial laboratory studies showed the 
following: WBC count, 10,400/cu mm; 
hemoglobin level, 17.2 g/dl with 65% 
neutrophils, 24% lymphocytes, 6% eosino- 
phils, and 56% monocytes. Results of other 
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laboratory tests were within normal limits. 
A chest x-ray film showed bilateral basilar 
infiltrates. 

A biopsy specimen of the left inner thigh 
showed a subepidermal bulla consistent 
with bullous pemphigoid. Direct immuno- 
fluorescent examination demonstrated 
IgG, IgM, IgA, and complement (C3) in a 
linear pattern at the basement membrane 
zone. The indirect immunofluorescent test 
was not performed. 

The patient was begun on a regimen of 
methotrexate, 5 mg/day orally. The forma- 
tion of new bullae slowed, and the activity 
of his psoriatic plaques appeared to be 
lessening. Two weeks later his tempera- 
ture spiked to 37.8 °C and erosions were 
noted in his mouth. The methotrexate was 
discontinued and he was given cephalexin, 
500 mg four times a day, and prednisone, 
80 mg/day. 

A few days later he suffered acute upper 
gastrointestinal bleeding with stools con- 
taining bright red blood. He was trans- 
ferred to the medical intensive care unit. 
Despite administration of numerous anti- 
biotics and several blood transfusions, the 
patient died. The autopsy report showed a 
pseudomembranous enterocolitis extend- 
ing from the pylorus through the colon, 
with acute ulceration from the pylorus to 
the duodenum. Antemortem blood cultures 
grew Pseudomonas aeruginosa and coagu- 
lase-positive Staphylococcus aureus. 

Case 6.—A 62-year-old man was admit- 
ted to the VAPA in August 1971 with a 
25-year history of psoriasis. For several 
months prior to admission, he had been 
using steroids topically with occlusion and 
a 40% urea cream for one month. 

Physical examination showed extensive 
erythema and scaling over the trunk and 
extremities with pustules on the lateral 
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aspeets of the trunk. There were bullae on 
the inner thighs and on the dorsa of the 
feet bilaterally. Results of pertinent labo- 
ratory studies were within normal limits. 

The patient was treated with bed rest, 
topical steroid applications, and emollients. 
A biopsy specimen from the right forearm 
showed a subepidermal bulla consistent 
with bullous pemphigoid. Direct immuno- 
fluorescent examination demonstrated 
IgG and C3 in a linear pattern at the 
basement membrane zone. The indirect 
immunofluorescent test was not per- 
formed. A sulfobromophthalein sodium 
test result of 10.4% was considered a 
contraindication to methotrexate therapy, 
and topical steroid applications were 
continued. 

In May 1972 an increased number of 
bullae with ankle edema and fever devel- 
oped in the patient. He was treated with 
prednisone, 80 mg/day. New bullae ceased 
to form, and the old ones began to heal. The 
prednisone dosage was gradually tapered 
and was discontinued by December 1973. 
Since then, the patient has been treated 
topically with steroids and emollients, with 
fair control of the psoriasis and occasional 
bullae. 


COMMENT 


In 1929, Bloom described a 72-year- 
old man with a 15-year history of 
psoriasis who developed various-sized 
flaccid bullae. A biopsy specimen 
showed a subepidermal bulla with an 
infiltrate of lymphocytes, with some 
eosinophils and plasma cells, which 
was interpreted as pemphigus, but 
was probably bullous pemphigoid or 
possibly dermatitis herpetiformis. 
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. In 1976, Person and Rogers re- 
ported four cases of bullous pemphig- 
oid in patients with psoriasis.“ They 
hypothesized that, in three of these 
cases, the bullous lesions seemed to be 
induced by the Goekerman regimen. 
Ahmed and Winkler described a case 
of psoriasis in which bullous pemphi- 
goid seemed to have been induced by 
ultraviolet light in the UV-B range. 
We have described six patients with 
chronic psoriasis in whom bullous 
pemphigoid developed. We can hy- 
pothesize possible initiating factors in 
the first five patients. The first 
patient's bullous pemphigoid appears 
to have developed secondary to an- 
thralin or ultraviolet light. Bullous 
pemphigoid in the second patient may 
have developed secondary to anthral- 
in. Her bullae were not transient but 
recurred 21 months later, after the 
methotrexate had been discontinued. 
The third patients' bullae developed 
after treatment with tars and ultravi- 
olet light. Bullae in the fourth patient 
initially seems to have developed 
secondary to anthralin. He had a 
second flare-up 15 months later after 
the methotrexate had been discontin- 
ued and when he was being treated 
with ultraviolet light. The fifth 
patient's bullae developed after he 
had used a salicylic acid eream. The 
other patient may represent a coinci- 
dence of bullous pemphigoid and 
psoriasis since he was only using topi- 
eal steroids and a 40% urea cream 
when the bullous eruption occurred. 
It seems well established that both 
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topical and systemic medications can 


induce bullous pemphigoid. In 1970, 
Bean et al described an 11-year-old 
child in whom bullous pemphigoid 
developed after treatment with sali- 
eylazosulfapyridine, ^ diphenoxylate 
hydrochloride, and atropine sulfate." 
Fincher et al, in 1971, reported a case 
of bullous pemphigoid in a 216-year-old 
boy who was taking penicillin V. 
Wraniez and Czernielewski in 1974 
described a case of benzyl benzoate- 
induced pemphigoid.'* Bullous pem- 
phigoid has occurred after the topical 
use of fluorouracil in the treatment of 
actinic keratosis.” Fellner and Katz in 
1976 described an elderly woman who 
developed bullous pemphigoid follow- 
ing furosemide ingestion.” The bullae 
cleared following discontinuation of 
the drug and institution of treatment 
with prednisone, but it subsequently 
recurred when the furosemide was 
reinstituted. Cram and Fukuyama in 
1972 described the induction of the 
characteristic histological and immu- 
nohistochemical changes of bullous 
pemphigoid by ultraviolet light.* 
They agree with Inderbitzen and Katz 
that ultraviolet light may break down 
the plasma epidermal barrier, thereby 
triggering lesions where antibody and 
complement are bound in the skin.” A 
recent report of pemphigoid lesions, 
induced by treatment with systemic 
psoralen and ultraviolet light therapy 
(PUVA) would support this theory.* 
Initiating factors in our patients 
may have been anthralin, tars, salieyl- 
ic acid, and, possibly, 40% urea cream. 
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Perhaps these substances act in a ' 


manner similar to ultraviolet light and 
induce an isomorphic or Koebner-like 
phenomenon. 

The association between psoxiasis 
and pemphigoid may be more than 
ineidental. Whether this relationship 
of psoriasis with pemphigoid is 
induced by the treatment of psoriasis, 
or whether it is a random observation, 
is not easily explained. Our observa- 
tions would suggest that there is a 


possible connection of the onset of 


pemphigoid with the treatment of the 
psoriasis. In none of the patients with 
psoriasis and bullous pemphigoid de- 
scribed thus far has the pemphigoid 
developed prior to the psoriasis. 

Lesions of pemphigoid have been 
induced experimentally only in pa- 
tients who had known bullous pem- 
phigoid. Perhaps the patients pre- 
sented here had either an early or 
subclinical form of pemphigoid as 
hypothesized by Person and Rogers." 
Another possibility could be that the 
various modalities used for the thera- 
py of the patient’s psoriasis induced 
pemphigoid de novo. We propose that 
appropriate investigations be done of 
these patients in order to determine if 
a precipitative mechanism does, in 
fact, exist. 
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 Favus 


Twenty Indigenous Cases in the Province of Quebec 


Jean Joly, MD; Gilles Delage, MD; Pierre Auger, MD; Pierre Ricard, MD 


è Twenty indigenous cases of favus in 
two families residing in the province of 


.. Quebec were studied. Importantly, the 


disease, although active, remained un- 
diagnosed for many years in most of the 
cases. The finding of active cases 
suggests that the disease is still endemic 
in regions previously described as harbor- 
ing cases, namely the province of Quebec 
and possibly Kentucky. 
(Arch Dermatol 114:1647-1648, 1978) 


Fen is a chronic fungal infection 
of the scalp and more rarely of 
the glabrous skin and nails’; it is 
usually aequired during childhood or 
adolescence and, contrary to most 


z other mycotie infections of the skin, it 
^ may persist through adulthood. This 


disease is primarily caused by T'richo- 
phyton schónleini, although rare cases 
secondary to T violaceum and Micro- 
sporum gypseum are known to oc- 
cur.*? 

The infection is usually character- 
ized by yellow crusts (scutula) overly- 
ing an erythematous base; the infee- 
tion can eventually lead to scarring, 
atrophy, and alopecia. A characteristic 
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"mousy" | 
hair usually shows a dull green fluo- 
rescence under Wood's lamp. Numer- 
ous eases of favus with limited signs 
and symptoms have been described," 
and in these cases the diagnosis is 
likely to be missed unless the physi- 
cian has a high index of suspicion. 
Reports of cases of favus in the recent 
medieal literature are relatively fre- 
quent.'*'^ However, reports of tinea 
favosa in North America are rare: to 
our knowledge the last such report 
was written by Kahn and Anwar in 
1968,;' and the cases they described 
originated from Pakistan. The pur- 
pose of this report is to describe the 
occurrence of this disease in members 
of two families who were seen at our 
hospital during the last six years. In 
these two families, five patients with 
a positive culture for T schónleini and 
15 additional patients with a strongly 
suggestive history and permanent 
sequelae were found. Except for one 
patient, none of these persons had 
traveled outside the province of Que- 
bec. 


REPORT OF CASES 


Family 1.—Index Case.—À 12-year-old 
girl (IV-10, Fig 1) was referred to the 
dermatology clinic of Sainte Justine Hospi- 
tal, Montreal, for chronic evolutive sealp 
lesions with alopecia. She had previously 
been given medication on multiple occa- 
sions, since the age of 2 years, for a "sealp 
abscess," and she had received multiple 
eourses of antibioties without success. The 
clinical examination showed a healthy 


odor is deseribed, and the. 





young girl with a small zone of alopecia and | 
a few small scutula. Wood's lamp examina- | 
tion was positive. Microscopic hair exami- 
nation showed typical favie lesions. Cul- 
tures grew T schónleini. Treatment. with 
griseofulvin was effective in clearing | 
active lesions and eradicating the fungus. 

Family History.—The epidemiological in- 
vestigation revealed that the source of the |. 
outbreak in family 1 (Fig 1) could be traced ` 
to the grandmother (I-1) who moved to 
Rouyn-Noranda (Abitibi) in the early 1930s 
from the county of Bellechasse, an area 
where Blank diagnosed cases of favus in 
1962.7 Born in 1899, this woman had 
suffered from scalp disease during 1919 
and 1920. She gave birth to 24 children, 12 
of whom survived; among these, scalp 
lesions developed in four children, three 
girls (cases II-1, 4, 5) and one boy (case 
IT-3. When we first saw this patient in 
1971, she had an 80% alopecia, without any 
signs of active disease. 

Patient Il-1, the mother of the index 
case, had sealp disease between the ages of. 
8 and 16 years that left her with a 6095. 
alopecia; her six children presented either. 
positive cultures for T schónleini or typical: 
signs of past or present infection. - 

Patients II-4 and II-5 also had a history 
compatible with favus, the former having a 
50% alopecia and the latter having no resid- 
ual alopecia. The husband and six children 
of patient Il-5 were also examined and 
were found to be normal. Patient H-3 had a 
strongly suggestive history (alopecia and. 
scalp disease) but could not ‘be examined at 
the time of our investigation. : 

Family 2.—Index Case.-A 2-month-old 
girl (V-1, Fig 2) was brought to the derma-. 
tology clinic by her mother for scalp lesions 
that had appeared shortly after her birth. ~ 
Atthe time of consultation, the patient had 
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(O No Disease 
O Positive History, Residual Alopecia 


(With Bar, Seen by One of Us and Culture Done) 
Culture Positive 


Fig 1.—Pedigree of family 1. 


typical scutula, positive hair fluor escence, 
and positive culture for T schinleini. 

Family History.— When the mother came 
to the elinie, similar lesions were noted on 
her scalp (IV-2) and on that of her other 
daughter (V-2), who was 2 years of age. 
Unfortunately, the other members of this 
. family could not be examined, but the 
> following history was recovered from the 
. grandmother of the index case: The first 
case of scalp disease was patient 1-3, a 
~ sailor, who apparently acquired the disease 
during a trip to Europe. Afterward, he 
transmitted the infeetion to his sister 
(patient I-1) who subsequently infected 
one offspring. Figure 2 illustrates the 
chain of transmission through five genera- 
tions. All but one of the patients were 
female, all had residual alopecia, and all 
were living in suburban Montreal. 


COMMENT 


Although the disease is endemic in 
northern Africa and the Middle 
East," favus is rare in North Amer- 
ica, and most cases are acquired 
outside this continent. In 1962, Blank 
described an endemic focus of tinea 
. favosa in relatively isolated popula- 
tions of the province of Quebec. The 
same year, Loverman and Kotcher 
reported on 25 cases in a rural popula- 
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tion of Kentucky. We have found no 
other reports of indigenous cases in 
the literature that has been published 
since then. The discovery of two more 
families with active infeetion implies 


that tinea favosa is still present in the 
provinee of Quebec. Interestingly, our 


patients lived in two regions (Mon- 
treal and Abitibi) that had not 
previously been recognized as harbor- 
ing cases. 

The epidemiology of favus remains 


-poorly understood. Vertical transmis- 


sion is known to occur, but. attack 


rates in a family are highly variable - 
and no satisfactory explanation has — 


been provided for this phenomenon. 


Close contact probably does play a 


role, but other factors are undoubtedly 


important. The epidemiological inves- 
tigation performed. among the 358 


schoolmates of the children in family 1 


did not reveal a single case of favus. : 
This supports the assertion that this i is. 


not a highly contagious disease.'^7 
Under conditions of good hygiene, 


tinea favosa is relatively indolent and - 


may appear as dandruff, psoriasis, or 
impetigo; these forms may go unree- 
ognized for years without leaving 
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Fig 2. —Pedigree of family 2 2. See Fig 1 for 
key to symbols. 


alopecia. Whittle* reported his experi- i 


ence in 1947 and reviewed the litera- ^. 
ture of the 15 previous years; he 


concluded that the disease was chang- 
ing form, ie, it was becoming more 
insidious in nature. | 
However, even though many of the 
patients whose cases are reported 
herein had extensive lesions typical of 


 favus, the cases remained undiag- 


nosed for years and they were consid- 
eréd to he either ' scalp abscess" or a 
"hereditary disease." Therefore, phy- 
sicians should be aware of this myco- 


sis, and consider it as à possibility i in 
all cases of chronic scalp disease of 
unknown origin. Physicians should 
inquire into the family history and 
perform an examination of the sealp 


under Wood's lamp, together with 


microscopic observation of hair speci- . - 
mens and appropriate cultures. 


Diagnosis ` will be confirmed by typi- 


. cal hair invasion and the isolation of T 
schónleini, 


In long-standing cases, 
eultures may be negative. 


12. Blank F: Human favus in Quebec, Derma- 


tologica. 125:369-381, 1962. 


13. Segretain G: Quelques données sur les 
champignons pathogénes pour l'homme au Ma- 


. roc. Maroc Med. 509:27-35, 1968. 


14. Rahim GF: A survey of fungi causing tinea 
capitis in Iraq. Br J Dermatol 18:213-218, 1966. 

15. Loverman AB, Koteher E; Favus in 
Kentucky: Diagnosis, treatment and epidemiólo- 
gy. J Ky Med Assoe 60:643-655, 1962. - 

16. Hackendorf AJ, Donald GF, Linn HW: 
Favus. Aust J. Dermatol 8:22-30, 1965. "" 

17. Touraine A: Le favus Maladie- -sociale ^ 
souvent méconnue, Presse Med 66: 1225-1227, 
1958. : 


-. Favus—Joly et al. 





The Correlation of Indoor 


Solar Simulator and Natural Sunlight 


Testing of a Sunscreen Preparation 


Robert M. Sayre, PhD; Deborah L. Desrochers; Edward Marlowe, 


* To determine the equivalence of 


xenon arc solar simulator and natural 


sunlight test results, the sun protection 
factor (SPF) for an experimental sun- 
screen preparation was determined using 
each light source. The minimal erythemal 
doses (MEDs) were shown to be equiva- 
lent on unprotected skin. t was necessary 
to supply additional heat to the treated 
skin nrior to solar simulator exposures to 

-obtain comparable SPFs. By careful con- 
.. trol of the subjects’ environment, natural 
sunlight effects can be duplicated with a 
solar simulator. 

(Arch Dermatol 114:1649-1651, 1978) 


T: seems intuitively proper that 
l sunsereen products should be 
tested using natural sunlight under 
actual-use conditions. However, inves- 
tigators who have attempted to use 
the sun for such tests have encoun- 
tered a number of difficulties.’ 
Outdoor testing requires simulta- 
neous scheduling of a large number of 
volunteers and support personnel who 
are willing to endure the summer heat 
for a relatively long period of time, 
during which sweating and movement 
must be controlled. Sinee the time of 
year in which these studies ean be 
done is limited, many investigators 
have found it impractical to depend on 
this type of data alone.’ Day-to-day 
variations in weather conditions 
(cloudiness, humidity, wind, tempera- 
ture) make comparison of outdoor 
study results difficult even in similar 
geographical locations. To account for 
differences in latitude and the 
amount of sunlight present. constant 
monitoring of the ultraviolet radia- 
tion is essential. For these reasons, an 
accurate, yet convenient, indoor test- 





ing method that can be substituted for 


outdoor testing has been sought. 
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In recent years the xenon are solar 
simulator*^ has come into prominence 
as the light source that provides the 
best available replacement for natural 


sunlight for use in dermatological 


studies and in the testing of sun- 
sereens. However, the question of 
whether the xenon arc solar simulator 
yields the same results as natural 
sunlight has remained unanswered. 
The purpose of this study was to 
determine whether sunscreen test 
results obtained by outdoor (natural 
sunlight) exposures and by solar simu- 
lator exposures on the same subjects 
were indeed equivalent, which, in 
turn, 


replacement for natural sunlight. in 
sunscreen testing. 


SUBJECTS AND METHODS 
A group of ten normal, healthy, fair- 


skinned subjects with untanned and blem- 


ish-free backs were selected from a pool of 
volunteers. A brief medical history deter- 
mined that these subjeets were free from 
known allergies or sensitivities and were 
not taking any medications that might 
induce adverse reactions on ultraviolet 
exposure, The subjects were fully informed 
in regard to the nature and purpose of the 
study and consent was obtained from 
each: 


Solar Simulator 
. Sun Protective Factor 


A 150-W high-intensity xenon arc solar 
simulator’ was used. The light emission in 
the ultraviolet sunburn range resembled 
that of noonday midsummer sun in 
northern latitudes. This instrument con- 
sists. of ultraviolet-A and -B light of inten- 
sity several times as great as that of 
natural sunlight. A series of increasing 


exposures was administered to the unpro- 


tected skin of each subject’s lower part of 
the back near the waist. Each subject 
received at least five exposures, each one 
25% greater than the previous one, in a 
geometrical progression. The starting 
(minimum) exposure for the series was 
selected on the basis of previous experience 
with the subject. 

The following day (approximately 20 
hours after exposure) the exposed sites 
were examined, and the dose that had been 
administered to the site that showed 
detectable erythema from the least dose 
was taken as the minimal erythema dose 


would disclose whether the . 
xenon are solar simulator is a suitable - 


Sunscreen Preparation--Sayre et al 


PhD; Frederick Urbaeh, MD 


(MED) for that subject. 

To determine the protectiveness of the 
test sunscreen preparation, which was an - 
experimental lotion that contained 8% 
homosalate, à sunscreening chemical with 
a broad absorbance band of 290 to 320 nm, 
with a maximum peak at 307 nm, a test site 
of approximately 50 sq em was outlined in 
ink on each subject's back. Approximately 
2 ul/sq em of the test preparation was 
measured and applied with à microsyringe 
and spread as uniformly as possible. The 
preparation was allowed to dry for 15 
minutes. 

At the end of the drying period, a series | 
of five (or six) increasing exposures was 
administered to the formula-treated skin. 
area. The exposures in this series were - 
multiples of each subject’s control MED 
(from two to seven times the MED). 

The test sites were examined approxi- 


. mately 20 hours after exposure, and the - 
. MED for formula-treated skin was deter- | 
. mined for each subject, as before. 


The protective index, or sun protective - 
factor (SPF), was determined for each 
individual as follows: : 

SPF = MED Protected/ MED 
Unprotected 


The individual SPF values were used to | 
determine a mean SPF for the prepara-. 
tion. | 


Natural Sunlight 


Using the same volunteers, the test 
preparation was retested outdoors, using 
natural sunlight. : 

Again, control and test areas were 
selected on the back, and 2 ul/sq cm of the : 
preparation was applied to the test site, as - 
before. Parallel rows of 2.5-cm squares — 
were laid out with opaque tape in the test 
and control areas. The subjects were then _ 
positioned facedown in the sun. At the end ` 
of each exposure period, one of the squares | 
were covered in each control and test area _ 
to stop the exposure at that site. X 

Because the intensity and spectral quali- - 
ty of natural sunlight usually varies from 
minute to minute, it is not possible to 
obtain useful or reproducible results using 
time alone as the basis for exposures. For: 
this reason, the duration of each exposure - 
was monitored by means of a sunburning 
ultraviolet meter (SU meter), which meas- - 
ures energy between 290 and 320 nm witha. 
spectral sensitivity similar to the human - 
erythemal action spectrum.’ This instru- 
ment consists of a fluorescing phosphor, 
with a prefilter, a postfilter, and a detec- . 
tor. Thus it was possible to administer a . 
series of uniform and reproducible expo- 
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natural 


res to natural sunlight desp 
tions produced by sun angle a 
 pherie conditions. 

The series of exposures administered 
was increased in a geometrical progres- 
sion, each one 33% greater than the 
previous exposure, beginning with 213 SU 
meter counts. Two hundred eighty-three 
counts is the number of SU meter counts 
equivalent to an average MED for fair- 
skinned subjects, as determined by pre- 
vious experience, 

The exposure sites were examined 
approximately 20 hours after exposure, 
and the number of counts required to 
. produce a detectable erythema was se- 
lected as the MED. It was much more 
difficult to determine exactly which expo- 
sure constituted the MED for the natural 
sunlight exposures than it had heen for the 
solar simulator exposures. This was espe- 
cially true of preparation-treated areas 
beeause darkening (tanning visible after 
20 hours) frequently occurred at lower 
exposures than did distinet redness. The 
test areas were photographed at this time. 
A "natural sunlight" SPF was calculated 
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Table 2.—Solar Simulator Sun 
Protection Factors 


MED, min* 
MÀ 
Unpro- Pro- 

Subject tected tected 
1 
2 
3 
4 
5 
6 
7 
8 
9 
10 









*Abbreviation MED indicates minimal erythe- 
ma dose. 

TtAbbrevation SPF indicates sun protection 
factor. 
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Table 1.—Comparison of Minimal Erythema Dose Values* 


Unprotected MED 


Solar Simulator 
- Natural Sunlight 
Subject MED, min Counts/MED1 Counts/MED 
2 2.46 421 376 
3 2.46 421 376 
4 2.46 421 376 
5 2.46 421 283 
6 1.95 333 283 


"Individual and mean minimal erythema dose (MED) values, in minutes, of solar simulator exposure 
and conversions to sunburning ultraviolet meter counts, as determined by two methods, are 






tor each individua 
and these were a 










ed to produ 
the | 

The Student's ¢ test was used to evaluate 
the significance of the differences between 
means (P = .05). 

The method employed for determining 
solar simulator output in SU meter counts 
was that the 1 sq em beam of the solar 
simulator was directed perpendicularly on 
the center of the SU meter detector, and 
the counts per minute were determined. 
This value was multiplied by the surface 
area of the detector, and this new value 
was used to convert solar simulator MED 
values to SU meter counts per MED. The 
results of this conversion are shown in 
Table 1. 

To determine the effects of skin temper- 
ature on the SPF, the solar simulator SPF 
test was repeated with five of the original 
ten subjects. The test was conducted as 
before, except that an infrared heat lamp 
was used to heat the exposure areas to 
produce a skin temperature of 33 °C to 35 
°C for 20 minutes prior to the solar simula- 
tor exposures. This localized heat treat- 
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171 283 
351 + 107 312 t 94 


tCounts/min (for 1 sq cm beam) x area of detector (38 sq cm) x MED value measured in 


Table 3.—Natural Sunlight Sun 
Protection Factors* 







Meter 
Counts/ MED: 
PS 
Unpro- Pro- 
tected tected 







Subject SPF} 









1 1.0 
2 376 666 1.8 
3 376 501 1.3 
4 376 501 1.3 
5 283 376 1.3 
6 283 501 1.8 
7 213 501 2.4 
8 213 283 1.3 
9 213 376 1.8 
10 283 501 1.8 





*Determined by estimating the minimal erythe- 
ma dose (MED). 

+Meter is sunburning ultraviolet meter. 

tAbbreviation SPF indicates sun protection 
factor. 










he preparation. 














ment did not induce noticeable perspira- ^ | 
‘tion fo j "dest prep- 227 
aration was applied prior to the heat — / 
treatment. : 


RESULTS 


. Comparisons between the effects of 
natural sunlight exposures and solar 
simulator exposures can best be made 
between the untreated (control) MED 
values to avoid possible complications 
introduced by the presence of the test 
preparation. | | 
.Examination of the control MED 
values for the solar simulator and 
natural sunlight revealed a strong 
parallel. In fact, when the two sets of 
individual values were converted to 
percentages of their highest value 
(normalized), only two individuals 
varied in their relative responses 
between the tests. The arithmetic 
means of the normalized values for 
the two tests were not statistically 
different (solar simulator, 
X = 0.67 + 0.21; natural sunlight, 
X = 0.62 + 0.19). There remained, 
however, the problem of. measuring 
and comparing the radiant energy 
administered per MED for the two 
exposure methods. Again, the SU 
meter appeared to be a useful choice 
since its sensitivity approximately 
matched the erythema action spec- 
trum of human skin. Results of moni- 
toring the two light sources are shown 
in Table 1, for the ten subjects. 

The mean SU meter counts per 
MED for the solar simulator expo- 
sures was 351 + 107, and the mean of 
the measured natural sunlight SU 
meter counts per MED was 312 + 94. 
The difference between the mean 
MED values as obtained was not 
significant (P = .05). It appears rea- 
sonable to use SU meter counts as a 
measure of erythema-effective ultra- 
violet radiation from both natural 


Table 4.—Natural Sunlight Sun 
Protection Factors* 









Counts for 
Equivalent 
Sunburns 
RR Ó— 
Unpro- Pro- 
tected tected 







Subject 






ade 





Determined by estimating "equivalent sun- 
burns.” 

TAbbreviation SPF indicates sun protection 
factor. 
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Table 5.—Effects of Heating on 
MED and SPF in Solar Simulator 
i Testing” 


Results From 
Heat Treatment 
. With Solar Simulator: 






























MED, min 
Pena SPF of 
Unpro- Natural 











Sunlight 



























*Abbreviation MED indicates minimal erythe- 
ma dose; SPF, sun protection factor. 

+The exposure areas were heated for 30 
minutes after product application, prior to the 
administration of the exposures. 

IMean of population + SD. 


sunlight and the solar simulator. 

The individual and mean SPF val- 
ues for the test preparation, obtained 
with the solar simulator, are pre- 
sented in Table 2. When tested with 
the xenon are solar simulator, this 
preparation exhibited a mean SPF of 
3.6 + 0.5, which represents a moder- 


-ate degree of protection against 


sunburn. 

As shown in Table 3, this prepara- 
tion exhibited a mean SPF of 
16 +04, using natural sunlight, 
when the estimated amounts of ener- 
gy needed to detect minimal erythe- 
ma were used to determine the SPF. 
Any perceptible change was counted 
as an MED. Because of the difficulty 
and subjectivity involved in estimat- 
ing the MED produced by natural 
sunlight on preparation-treated areas, 
a second estimation of the SPF was 
made on each individual and from the 
photographs of the test areas, using a 
different method (Table 4). The num- 
ber of SU meter counts necessary to 
produce areas of "equivalent sun- 
burns" (equal redness) on the pro- 
tected and unprotected sites was 
compared. The second mean SPF of 
2.4 + 0.3 for the preparation was still 
not statistically equivalent to the 
preparation SPF of 3.6 + 0.5 deter- 
mined with the solar simulator (Ta- 
ble 2). 

The following factors that might 
have contributed to this difference in 
SPF values were considered: In the 
laboratory, room temperature was 22 
°C and relative humidity was 60%. 
Outdoors, on the day of the test, the 
air temperature was approximately 35 
°C, with a relative humidity of 85% to 
90%. In general, all the subjects were 
hot and some were perspiring actively 
during the natural sunlight exposures. 
During the laboratory exposures, this 


Arch Dermatol—Vol 114, Nov 1978 





was not the case. 

While the relative humidity of the 
laboratory could not be readily ad- 
justed owing to central air-condition- 
ing, it was possible to heat the test 
sites. The control MED was almost 
unchanged by this treatment (origi- 
nal, 2.11; heated, 2.05), but the mean 
MED of the protected area was more 
than 25% lower after heat treatment 
than before (original, 7.98; heated, 
5.83). For these subjects, a comparison 
of the new mean solar simulator SPF 
of 2.8 with the SPF of 2.2 from the 
natural sunlight test (Table 5) showed 
that the values were much closer. 
Increasing the humidity might have 
brought the values even closer, but 
this was not done. 


COMMENT 


This study demonstrates that the 
solar simulator can accurately repro- 
duce the sunburn erythemogenic ef- 
fect of natural solar radiation. It also 
demonstrates that factors other than 
just the spectrum of ultraviolet radia- 
tion enter into the determination of 
the SPF of a sunscreen preparation or 
product. Environmental factors, such 
as skin temperature, substantially 
affect the SPF of the preparation 
tested. When these factors. are consid- 
ered, it is easy to see why wide vari- 
ances in SPFs have been reported by 
different investigators using the 
same sunscreens. The need for stan- 
dardized indoor controlled testing to 
make data and product comparisons 
possible is clear. The solar simulator is 
one way of accomplishing this goal, 
while maintaining a good correlation 
to natural sunlight. 

By influencing the degree of hydra- 
tion of the stratum corneum, relative 
humidity may also affect the SPF. In 
outdoor tests during the summer, it is 
extremely difficult to prevent perspi- 
ration, which can reduce the efficacy 
of many products. The perspiration 
that was noted during the natural 
sunlight tests may have been suffi- 
cient to account for the remaining 
small differences observed between 
the natural sunlight SPF and the solar 
simulator (with heat) SPF. This study 
shows that a products SPF deter- 
mined under natural sunlight (use) 
conditions can be duplicated in the 
laboratory, using a solar simulator, 
provided other environmental condi- 
tions are reconstructed. 

Difficulty was encountered in de- 
termining MED values in natural 
sunlight testing, particularly in prepa- 
ration-treated areas where "darken- 
ing" appeared at lower exposures and 
masked minimal degrees of redness. 
This does not happen with irradiation 
by the solar simulator. The equivalent 





tion was found to be satisfactory and 
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perhaps more accurate for outdoor 
testing. | 

Reports of sunscreen preparations 
tested under natural sunlight condi- 
tions have varied greatly owing to the 
fluctuations of temperature, humidi- 
ty, wind, and altitude at the different - 
geographical areas chosen for study 
by various testing laboratories. While 
outdoor testing under actual-use con- 
ditions might be the most realistie 
method, it is not only impractieal but 
is also subject to all of the above 
climatic variables, which make com- 
parisons of different study results 
difficult, if not impossible. Testing of 
sunscreening products under the 
whole range of outdoor conditions 
that could be expected in differing - 
localities would be prohibitively ex- 
pensive and time-consuming. 

In this study we have demonstrated 
that, provided reasonably equal ery- 
thema-effective doses of ultraviolet - 
radiation are administered, the solar 
simulator testing accurately reflects | 
the erythemogenic response to natu- 
ral sunlight. Additionally, we have 
shown that, if certain critical environ- 
mental conditions are identieal, the . 
SPF of a sunscreen preparation under - 
the solar simulator is similar to that of 
natural sunlight. 

Our observations suggest that the 
use of solar simulators with spectral 
output that represents noonday, mid- 
summer, ultraviolet sun rays can 
make testing of sunscreens reproduc- - 
ible from one laboratory to another. 
The minimally perceptible erythema 
produced by the solar simulator | 
seldom lasts more than a few days, . 
and the small skin areas rarely tan 
when only one or two MEDs are 
given. 
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Cutaneous and Subcutaneous 


Endarteritis Obliterans 


| Steven Kossard, MD; George T. Spigel, MD; R. K. Winkelmann, MD 


.* Findings on 24 biopsies of the skin 
that showed endarteritis obliterans as the 
principal pathologic change were re- 
‘viewed, and the clinical data of each 
patient were examined. Substantial pe- 
ripheral atherosclerosis was present in 
-six cases, and the pathologic change 
-correlated with arteritis in nine. Other 
primary vasculopathies were cholesterol 
embolism, livedo reticularis, Raynaud's 
‘phenomenon, and aortic vascular tumor. 
ndarteritis was seen in 20 of 327 cases 
erythema nodosum, necrobiosis lipoid- 
ca diabeticorum, livedoid vasculitis, sta- 
sis dermatitis, pretibial myxedema, scle- 
‘roderma, and livedo reticularis, but with- 
out any constant associations. Diabetes 
and hypertension were uncommon tind- 
ings. isolated endarteritis obliterans is 
-uncommonly found on skin biopsy and 
usually signifies a primary vascular patho- 
logic condition. In contrast, it is an inci- 
dental and, usually, secondary finding in 
various dermal inflammatory conditions 
that lead to destructive tissue changes. 
`. (Arch Dermatol 114:1652-1658, 1978) 





E ndarteritis obliterans is a term in 
Ad pathology that describes the 
occurrence of noninflammatory ob- 
struction of the muscular arteries in 
the skin or viscera. This obstruction 
develops as an intimal endothelial 
proliferation within the fibromuci- 
nous matrix and may lead to total 
vascular occlusion and secondary 
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thrombosis. ^ Variable ^ secondary 
changes occur in the arterial wall and 
surrounding tissue. 

Endarteritis obliterans may oceur 
as a manifestation of primary vascu- 
lar pathologic changes. It has been 
observed in amputation specimens of 
patients with severe peripheral vaseu- 
lar disease.’ Endarteritis obliterans 
was initially related to the presence of 
diabetes, but subsequently has been 
found in its absence.** 

Primary endarteritis characterized 
by a mucinous intimal proliferation 
also has been found in the larger 


arteries of patients with seleroder- 


ma,'* malignant atrophic papulosis,’ 
and, occasionally, rheumatoid arthri- 
tis. ^ 

In this study the skin biopsy speci- 
mens that showed endarteritis obliter- 
ans as the principal dermal change 
were reviewed and correlated with the 
clinieal data of each patient. Particu- 
lar attention was given to the 


presence of atherosclerosis, diabetes, 


hypertension, and other vaseulopa- 
thies. We also examined the clinical 
data from another series of patients 
who had biopsy specimens that 


showed endarteritis obliterans as an 
incidental finding in association with 


differing inflammatory dermal condi- 
tions. : | 


uncommon finding in the vessels in 
skin biopsy specimens. The relation- 


ship to atherosclerosis, diabetes, and 


hypertension is inconstant. When 
specimens of skin tissue are received 
for dermatopathologic interpretation, 
attention should be focused on the 
possibility that the changes in the 
tissue may reflect inflammatory ar- 


Primary endarteritis represents an- 


teritis or, rarely, embolie disease or 
intravascular coagulopathy. 


MATERIALS AND METHODS 
Thirty biopsy specimens filed under the 


category of endarteritis obliterans be- 


tween January 1968 and June 1977 in the 
Department of Dermatology at the Mayo 
Clinie were reviewed, and six were 
discarded. Slides were stained with hema- 
toxylin-eosin and aldehyde fuchsin Giem- 
sa; seríal seetions were studied. Arteries 
were identified by their location, the 
presence of a well-developed internal elas- 
tic lamina, the lumen-to-wall ratio, and 
their muscular wall. The accompanying 
vein could often be seen. Endarteritis obli- 
terans was identified when total or near- 
total arterial obstruction caused by intimal 
proliferative changes was present. We 
determined whether thrombosis, fibrinoid 


changes in the vascular wall, hyaline depo- 


sition, and fibromuscular or adventitial 
changes were present and also noted the 
degree of vascular and tissue inflamma- 
tion. 

Another group of skin biopsy specimens 
from the legs of patients with neerobiosis 


lipoidica diabeticorum. (95 cases), erythema 


nodosum (80 eases), stasis dermatitis (40 


cases), livedoid vasculitis (84 cases), preti- 


bial myxedema (35 cases), scleroderma (17 


eases), and livedo reticularis (26 cases) 


taken in this 94-year interval were 


reviewed for concomitant endarteritis obli- 
 terans; 20. specimens were identified 
among the 327 reviewed. 


The histories of both groups of patients 


were reviewed for clinical evidence of 
peripheral atherosclerosis, diabetes melli- 


tus, hypertension, and other vasculopa- 
thies. Diabetes was diagnosed if the 
fasting blood sugar level was.more than 
120 mg/dl or if results of a glucose toler- 
ance test were abnormal. Patients with a 
repeated diastolic blood pressure of 90 mm 
Hg or higher were considered hyperten- 
sive. 
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* RESULTS 
Endarteritis Obliterans as a 
Manifestation of Primary 
Vascular Disease 


Twenty-four skin biopsy specimens 
showed vascular endothelial obstruc- 
tion in muscular arteries located in the 
deep dermis or the subeutis as the 
principal pathologic change. The ob- 
struction was characterized by intimal 
proliferation, with endothelial cell 
hyperplasia within a fibromucinous 
matrix. A mild and variable lympho- 
histiocytic infiltrate was noted around 
the vessels and surrounding tissue 
(Fig 1). 

Review of the clinical data of these 
patients showed that the biopsy speci- 
mens were obtained from the follow- 
ing disease settings: vasculitis (nine 
patients); atherosclerosis obliterans 
(six patients); vasculopathy (livedo 
retieularis, Raynaud's phenomenon 
[three patients]); vascular tumor with 
emboli (one patient); intravascular 
coagulation (thrombocythemia [one 
patient]; and miscellaneous condi- 
tions, including mixed connective tis- 
sue disease, calcific panniculitis, an- 
gioimmunoblastie lymphadenopathy, 
and an incidental condition (four 


patients). Major primary vascular 


pathologic alterations were found in 
20 of 24 biopsy specimens reviewed. 

Atherosclerosis.—In six cases ather- 
osclerosis and gross peripheral vascu- 
lar disease were clinically evident 
(Table 1): this was reflected by trophic 
skin changes, absence of pedal pulses, 
slow-healing ulcers, gangrene, and a 
mottled skin pattern thet resulted 
from livedo reticularis. One patient 
had both diabetes and hypertension, 
whereas two others had ciabetes or 
hypertension independently. 

One patient had intermittent clau- 
dication, pain at rest, and gangrene of 
several toes; further investigation 
revealed an aortic aneurysm. On skin 
biopsy, cholesterol emboli were visual- 
ized, as well as endarteritis obliterans 
(Fig 2). The other five cases showed 
arterial pathologic changes on skin 


biopsy, which varied from classic 


endarteritis obliterans to organizing 
thrombi with vascular recanalization. 
Apart from intimal proliferation, 
variable fibromuscular changes were 
visible in the vessel wall. Vacuolated 
histiocytes and lymphocytes were 
often present in the intima. In two 
biopsy specimens perivascular inflam- 
mation was substantial, so that sec- 
ondary vascular changes could not be 
excluded. Hyalinization of the vessel 
wall associated with necrosis of sur- 
rounding tissue was present in one 
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biopsy specimen. 

Inflammatory Vascular Disease.— 
Nine patients had a clinical diagnosis 
of vasculitis, although the finding on 
skin biopsy was primarily that of 
obstructive endarteritis (Table 2). 
Three subgroups were represented, as 
follows: cutaneous polyarteritis; live- 
doid vasculitis; and rheumatoid vascu- 
litis. Clinically, these patients had 
inflammatory nodules over the lower 
part of the legs, livedo reticularis with 
or without ulceration, slow-healing 
ulcers, and small purpurie ulcers that 
healed with atrophie blanche. Pedal 
pulses were normal, and diabetes or 
hypertension was absent in all cases 
except that of a 52-year-old man who 
had tender nodules over the lower part 
of the legs, diminished peripheral 
pulses, gangrene of the toes, and 
hypertension. An electromyogram 
showed evidence of a mixed sensory 
neuropathy. Arteriography demon- 
strated grade 3 atherosclerosis in the 
tibial vessels. A skin biopsy specimen 
showed changes of endarteritis obli- 
terans (Fig 3), and a second biopsy 
specimen showed evidence for a diag- 
nosis of polyarteritis nodosa, with 
intense inflammatory changes of the 
vessel wall. | 

Skin biopsy specimens of all nine 
patients whose clinical histories indi- 
cated inflammatory vasculitis showed 
changes of endarteritis obliterans; six 
specimens, however, had additional 
features that suggested underlying 
inflammatory vasculitis. In one biopsy 
specimen a dense vascular lymphocyt- 
ic infiltrate was noted. Three biopsy 
specimens showed focal hyaline depos- 
its within the vessel wall, with a 
surrounding perivascular lymphocytic 
infiltrate. Vascular necrosis, calcifica- 
tion, and inflammation were features 
in one biopsy specimen (Fig 4), where- 














Sex/Age, Hyper- 
yt tension* 


M/75 No 


Diabetes| 
Absent 













Present 





Absent 








Absent 


















Yes (170/ 
90 mm Hg) 






*Repeated diastolic pressure, > 90 mm Hg. 


tAbnormal glucose tolerance test or fasting blood sugar level of > 120 mg/dl. 


Table 1.—Clinical Evidence of Atherosclerosis Obliterans 


Pedal 
Pulses 


Absent 
Absent 
Absent 


Absent 


Yes (180/ Present Severely g 
100 mm Hg) dimin- uicers, calves; multiple skin grafts ` 
ished Coe 


ished 
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as destructive changes to the vessel 
architecture and inflammation were 
found in the sixth specimen (Fig 5). In 
four of six cases in which immuno- 
fluorescence was obtained, antibodies, 
eomplement, or fibrin were demonstra- 
ble in the vessels (Table 2). In three’ 
cases initial biopsy specimens showed — 
endarteritis obliterans without © 
changes suggestive of inflammatory 
vasculitis; further biopsy specimens, 
however, did show diagnostic changes. 
Other Vasculopathies.—Eight cases 
that showed endarteritis obliterans on 
skin biopsy had no clinical evidence of 
peripheral atherosclerosis or vasculi- 
tis. Four of the eight patients had. 
other primary vasculopathies. One had . 
Raynaud's phenomenon; two had live- 
do retieularis; and one had primary 
thrombocythemia. One additional case - 
reported previously’ was of a vascular 
endothelial tumor with peripheral em- 
bolization. | | 
The biopsy specimens of these 
patients showed few distinguishing. 
features. Aeute thrombosis was ob- 
served on serial sectioning of the spec 
imens from the cases of primary. 
thrombocythemia (Fig 6) and embolie 
aortic tumor. Dilated dermal capil- 
laries, venous ectasia, and a perivascu- 
lar lymphocytic infiltrate were noted. 
in biopsy specimens of patients with. 
livedo reticularis in addition to endar 
teritis obliterans. None of the patients 
in this group had diabetes. Pedal 
pulses were normal, except in the case 
of tumor emboli, and only two 
patients had a diastolie blood pressure. 
of more than 90 mm Hg. 








Endarteritis as an 
incidental Finding 

Results of skin biopsies of the lower 
limb that showed arterial obstruction 
as found in various skin conditions 


Comment 
ischemic ulcer, right leg; gangrene, 
toes; severe arteriosclerosis oblit- 
erans at autopsy 
Tender nodule, left leg: trophic 
changes, skin; right hemicrania 
Ulcer, right calf; failed skin graft; 
sympathectomy 
Ulcer, right lec; previous venous 
stasis; Sjógren's syndrome M 
Livedo reticularis; infarcts and painful - 



























Gangrene, toes; claudication; pain at 
rest; aortic aneurysm; cholesterol 
emboli 










Fig 1.—Endarteritis obliterans in deep dermal vessel of patient 
with severe atherosclerosis. Note mild perivascular lymphocytic 
infiltrate (hematoxylin-eosin, original magnification x 250). 





Fig 4.—Vascular necrosis, calcification, endarterial obstruction, 
and inflammation in dermal vessels (hematoxylin-eosin, original 
magnification x 64). 





Fig 2.—Cholesterol embolus and endarteritis in deep dermal 
arteriole (hematoxylin-eosin, original magnification x 250). 


Fig 3.—Intimal hyperplasia and obstruction of vascular lumen in Fig 5.—Vascular destruction with endarterial obstruction and 
deep dermal vessel of patient with cutaneous polyarteritis nodosa periadventitial inflammation in case of polyarteritis nodosa 
(hematoxylin-eosin, original magnification x 400). (hematoxylin-eosin, original magnification x 250). 
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Table 2.—Vasculitis With Endarterial Obstruction 










Direct Diabetes, 
Sex/Age, Type of Immunofluorescence Hypertension, 
e yr Vasculitis of Vessels and Pedal Pulses Comment* 


Lymphocytic IgM, fibrin Normal Felty's syndrome; lupus erythematosus; rheumatoid arthritis; 
RF: 1:20,480; ANA: 1:4,096; nDNA: 2.24 ug/ml 


Rheumatoid arthritis; RF: 1:12,560; nodules, legs 
C3, fibrin Normal Recurrent ulcers with scarring, ankles (8 yr) 
C3, IgM, fibrin Normal Tender nodules, livedo pattern, legs (resolved within 6 wk) 






































M/65 Lymphocytic 
M/32 Livedoid 


Livedoid 
(indefinite 
diagnosis) 
Polyarteritis 
Lymphocytic 







































Normal 
Normal 


Recurrent streptococcal pharyngitis; ski 
Vasculitis; eosinophilia 


n nodules; livedo, legs 















M/52 Polyarteritis E Hypertension, Initial biopsy: endarteritis without vasculitis; clinical findings: 
diminished nodules with ulcers, legs; gangrene, toes; arteriogram: 
pulses grade 3 atherosclerosis; EMG: neuropathy; second biopsy 








required 
Normal Initial biopsy: endarteritis without vasculitis; clinical findings: 
livedo reticularis; ulcers; EMG: negative; second biopsy re- 
quired 

Normal Initial biopsy: endarteritis without vasculitis; clinical finding: 
ulcers; EMG: neuropathy; muscle biopsy: vasculitis; second 
skin biopsy required 













Livedoid Negative 





















Polyarteritis Fibrin 


*Expansions of abbreviations are as follows: RF, rheumatoid factor; ANA, antinuclear antibody; nDNA, native DNA; EMG, electromyogram. 
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Fig 6.—Left, Acute thrombosis in case of primary thrombocythem- 
ia (hematoxylin-eosin, original magnification x 100). Right, En- 
darterial reaction in dermal arteriole (hematoxylin-eosin, original 
magnification x 250). 


Table 3.—Frequency of Endarteritis Obliterans as 
Incidental Finding on Skin Biopsy 


Condition No. of Biopsies Cases of Endarteritis 
Necrobiosis lipoidica diabeticorum 


ae 
e 


Erythema nodosum 80 3 
Stasis dermatitis 40 4 
Pretibial myxedema 35 5 
Livedoid vasculitis 34 4 
Livedo reticularis 26 1 
Scleroderma 17 0 


Total 327 
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Table 4.—Pathogenic Factors 
That Lead to Endarteritis Obliterans 


Vascular 
Atherosclerosis obliterans 
Hypertension 
Diabetes 
Connective tissue disease 
Vasculitis 

Intravascular 
Thrombosis 


Fig 7.—Endarterial obstruction in dermal vessels, showing lami- — 


. . . . * * * Tumor 3 
nated hyaline deposits in vessel wall (hematoxylin-eosin, original Cryoproteins, paraproteins 
magnification x 100). Extravascular 


Ulcer 
Gangrene 
Fibrosis 





Fig 8.—Left, Vascular thrombi, livedoid vasculitis, and underlying changes of endarteritis obliterans (arrow) 


(hematoxylin-eosin, original magnification Xx 64). Right, Vessel in subcutis, showing endarterial obstruction (hema- 
toxylin-eosin, original magnification x 400). 
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a. t involve dermal inflammation 
destruetion are summarized in 
Table 3. 

Most of the biopsies were excisional, 
and. our study included only those 
specimens with a medium-sized arter- 
iole in the deep dermis or the subcutis. 
Endarteritis obliterans was uncom- 
mon; 6% of the biopsy specimens 
showed arterial pathologic changes, 
which ranged from vascular thrombo- 
sis and organization to the classic 
features of endarteritis obliterans. 
Fibromuscular hyperplasta and hya- 
line deposits in the vessel wall were 
frequently added features. Hyaline 
deposits were particularly characteris- 
tie findings in biopsy specimens of 
patients with livedoid vasculitis, but 
they seldom involved the larger ves- 
sels (Fig 7). Substantial inflammation 
impinging on the vessel adventitia 
was present in both erythema nodo- 
sum and necrobiosis lipoidica diabeti- 
eorum. 

No correlation was found between 
the clinieal data and peripheral ather- 
osclerosis and the biopsy changes, 
with one exception: a 56-year-old man 
had livedoid vasculitis, hypertension, 
hyperlipoproteinemia type IV, an 
aortic aneurysm, and peripheral em- 
boi. The skin biopsy specimens 
showed changes that indicated vascu- 
lar thrombosis and livedoic vasculitis, 
with underlying endarterial obstruc- 
tion (Fig 8). Immunofhiorescence 
showed deposits of IgM ard fibrin in 
the deep and superficial vessel walls. 
Only four patients, all with necrobio- 
sis lipoidiea diabeticorum, had dia- 
betes. Seven patients had hyperten- 
sion, and three had diastolic blood 
pressures of 100 mm Hg. 


COMMENT 


Endarterial obstruction is an un- 
common finding on routine skin biop- 
sy. Our data indicate that when endar- 
teritis obliterans is found in the 
absence of gross dermal pathologic 
changes, it reflects a broac group of 
primary vaseulopathies, whieh may 
include peripheral atherosclerosis 
obliterans, vasculitis, and, rarely, vas- 
culitis associated with hypertension or 
diabetes. Previous biopsy studies'* 
performed on the skin of amputated 
lower limbs of patients who had 
peripheral vascular disease have re- 
ported endarteritis obliterans, partic- 
ularly in distal vessels. Two types of 
degenerative arterial lesions were 
described: (1) endothelial proliferation 
and vaseular obstruction, with preser- 
vation of the internal elastic lamina, 


and (2) hyalinization of a vessel wall, 
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with fragmentation and duplieation 
of the internal elastic lamina. We 


found both types of lesions in our 


cases. Notable clinical atherosclerosis 
was present in only six of our cases in 
which skin biopsy specimens showed 
endarteritis obliterans as the princi- 
pal pathologie change. The infrequent 
observation of this combination in our 
cases was attributed to the reluctance 
of the clinician to obtain specimens 
from ischemic limbs. The relationship 
of this skin finding to atherosclerosis 
obliterans of larger vessels will 
require a close study of autopsy mate- 
rial to assess the degree of atheroscle- 
rosis and to gauge the relative contri- 
bution of aging and arteriosclerosis. 
Diabetes was an infrequent finding 
in our series. Goldenberg et al 
believed that proliferative endarterial 
lesions were characteristic in the skin 
of amputation specimens of diabeties, 


but this was not confirmed in subse- 


quent studies. In our review of a 
series of 95 biopsy specimens that 
showed necrobiosis lipoidica diabetico- 
rum, the change of endarteritis oblit- 


erans was present in only three; 


accordingly, this type of vascular 
change does not correlate well with 
diabetes despite the faet that mi- 
croangiopathy involved the smaller 
capillaries. 

The intimal changes of endarteritis 
obliterans in vessels underlying hy- 
pertensive ischemic ulcers have been 
described.*'* Although hypertension 
was present in some of our cases, it 
was rarely of the magnitude asso- 
ciated with hypertensive ischemic ul- 
cers. Hypertension may have contrib- 
uted to the variable fibromuscular 
changes in the arteriolar walls in the 
biopsy specimens reviewed, but its 
presence was not required for the 
development of endarteritis obliter- 
ans. 

Inflammatory vasculitis was the 
principal factor that led to endarteri- 
tis obliterans in nine of our cases. The 
relative frequency of vasculitis in our 
series might reflect the special inter- 
est of clinicians to take skin biopsy 
specimens from patients who have 
inflammatory vascular disease. The 
vascular abnormalities of polyarteritis 
nodosa,'^* livedoid vaseulitis,'^?? and 
rheumatoid arthritis can usually be 
distinguished from those of endarteri- 
tis obliterans. Destruction of the blood 
vessel wall by fibrinoid necrosis, frag- 
mentation of the internal elastic lami- 
na, deposition of hyalin, and scarring 
or infiltration of the blood vessel walls 
by polymorphonuclear leukocytes sug- 
gest inflammatory vasculitis. Our 
biopsy specimens showed vascular 
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obstruetion, and the daroie feas 
tures of vasculitis were often so. 
obscured that consideration of clinical . 
data was most important. The clinical 
evolution of the lesions, the use of 
immunofluorescence, and, in three 
instances, the analysis of a second. 
biopsy specimen were important in 
reaching a definitive diagnosis. 
Experimental evidence has indi- 
cated that immunologic injury may 
act synergistically in the development 
of atherosclerosis." ^? The finding of 
endarteritis obliterans as part of the 
speetrum of inflammatory vaseulitis 
has been well documented in both 
dermatomyositis 
rheumatoid arthritis.'^'" The segmen- 
tal hyaline deposits of livedoid vaseuli- | 
tis have contained immunoglobulins. 
and complement on immunofluores- 
cence,” but their relationship to the 
hyaline deposits in endarteritis oblit- 
erans requires further study. 
Vasculitis and atherosclerosis may 
occur simultaneously, as they did in 
two of our cases; the clinician, there-. 


fore, must be alert to the signs of both: 
major diseases. When polyarteritis is. 


clinically apparent and a biopsy speci-. 


men shows endarterial obstruction, 


the possibility that embolic disease or 


intravascular coagulation is present is. 


also an important consideration. In 
two of our cases, an aortic aneurysm 
was the source of emboli. Thrombosis 
may occur secondary to focal arterial 
pathologic changes, and serial section- 
ing may be necessary to demonstrate 
this. 

Endarteritis obliterans found as a 
manifestation of primary vascular 
change should be eontrasted with the 
more frequent secondary endarterial 
changes that have been found on skin. 
biopsies in a diverse range of condi- 
tions. These conditions include venous 
stasis,""* chronic perniosis,” trauma 
at injection sites of pentazocine 
hydrochloride addicts,*** and chronic 
arsenic poisoning." These conditions 
usually lead to massive dermal de- 
struction, which results in ulceration, 
gangrene, or fibrosis. Substantial. pel 
iadventitial reactions around the ves- 

sels usually account for the intravas 
eular changes. We observed these i 

endarteritis obliterans associated 
with venous stasis, erythema nod 

sum, and necrobiosis lipoidica diabet 

corum. Recently, Rosenberg and Mül- 
ler" found changes of endarteritis 
with hyalinosis in a group of patients 
who had painful arterial leg ulcers, 
but who did not have hypertension, 
diabetes, evidence of varicosities, or 
atherosclerosis of larger vessels. How- | 
ever, the observations of these authors 
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in children” and | 





were based on surgical specimens of 
excised uleers and did not entirely 
exelude secondary arterial changes. 
Results of such studies confirm that 
conditions leading to  endarteritis 
obliterans are diverse and ean be 
considered as those that involve 
primary vascular alterations and 
those that produce dermal pathologic 
changes and secondary vascular ob- 
struction (Table 4). 

Intimal proliferation may develop 
as a consequence of various physical 
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vessels 


and pathulagic eventa: Endothelial’ 


proliferation will follow ligation of 
even when intravascular 
thrombosis is prevented." Similar 
changes are induced by physical 
forces, such as vibration, by hormones, 
such as estrogens,? and by angiogenic 
peptides." Immune-complex deposi- 
tion has been shown to act synergisti- 
cally in the development of atheroscle- 
rosis in experimental animals. The 
predominant localization of endarteri- 
tis obliterans in the lower limb, as 
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Dermal Duct Tumor 


A Histochemical and Electron Microscopic Study 


^hung-Hong Hu, MD; Antonio S. Marques, MD; R. K. Winkelmann, MD 


è The histochemical and electron 
microscopic findings in seven cases of 
dermal duct tumor are described. All 


.. seven of the patients were eiderly, and five 


were women. The tumors were -small 
flesh-colored or red papules located most 
often on the head and neck region. 
Intense phosphorylase and moderate res- 
piratory enzymes characterized the histo- 
chemical reaction of the tumors. The 
following three types of tumor cells were 
recognized ultrastructurally: clear, dark, 
and luminal. The tumor was principally 
composed of clear cell proliferation 
around a regular ductal lumen. In addi- 
tion, melanocytes, Langerhans' cells, and 
lymphocytes were occasionally seen with- 
in the tumor masses. An intact basal 
. lamina and few hemidesmosomes with no 
. detectable actin-like microfilaments were 
the features of the tumor-stroma interface. 
Our study results showed that the dermal 
duct tumor is a benign tumor with eccrine 
dermal ductal differentiation. 
(Arch Dermatol 114:1659-1664, 1978) 


revious studies, based on enzyme 

histochemical and ultrastructural 
features, have led to the recognition 
of two major groups of adnexal 
tumors of the skin.’ One group 
consists of basaloid tumors, including 
cylindroma, spiradenoma, and tricho- 
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epithelioma, all of which present unre- - 

The 
other group consists of tumors suchas, 
syringoma, poroma, and solid-eystie y i 
of which exhibit. 
eccrine gland enzymatie characteris- - 
ties, which clearly indicates eecrine | 


markable enzymatie features. 


hidradenoma, all 


duct or gland differentiation. Apo- 
crine appendageal tumors constitute 
the second type of glandular differen- 


tiation. The dermal duet tumor, first. 


described as a distinct tumor in 1966," 
meets enzyme histochemical eriteria 
for its inclusion in the eccrine group. 
This report describes the clinical 
and enzyme histochemical findings in 
seven cases of dermal duet tumor seen 
at the Mayo Clinie since 1966, and the 
ultrastruetural study results in two 
cases further provide the evidence for 
eccrine intradermal ductal differen- 
tiation of dermal duct tumor. 








. — Sex and Duration, 
Case Age, yr mo Site 
(14 F, 57 24 Left side of 
neck 
Left lateral 
eyebrow 
Leftarm - 









M.59 24 
















Left eyelid 










gion 
2 Left side of 
neck 


| The tumors predominantly appeared o 


“flesh-colored, but were without ulceration 
and apparent telangieetasia. The sizes of 


Table 1.—Clinical Data on Seven AP Dermal Duct Tumor 









Papilloma (4 mm) 





Verrucous yellowish 
papule (5 mm) 

Red lobulated and 

translucent nodule 





Telangiectatic 
papule | 
Flesh-colored Dermal nevus and — 
papule basal cell carcinoma ~ 





Sacral re- Dark, soft, elevated 







Pearly papule 































CLINICAL INFORMATION. 


th e ages. of the seven patients. ‘(ve 
won nd two men) ranged from 56 to 76 
‘mean of 61 years (Table 1 





















id and neek region (around the eyes 
in three cases, on. the neck in two). In tw 
cases, the tumors were loeated on the ar 
and. the. sacral region. The tumors were 


the tumors ranged from 1 to 6 mm. Two 
months to two years had. elapsed. from 
when the patients first noticed the tumors 
to when they were examined. 
FINDINGS 
Histopathologic 
In all seven tumors, the variously 
shaped tumor islands were located in 
the middle and lower portions of the 
dermis and were composed of small, 
uniform, euboidal cells. Ductal lumina 


Clinical Diagnosis 
Dermal nevus 


Description 








Wart and sebaceous 
adenoma 


J Adriexal tumor 






Basal cell carcinoma - j 





Dermal adnexal nevi - 
plaque (5 by 6 mm) . 
Basal cell carcinoma 






(1 mm) 






Dermal Duct Tumor—Hu etal 1659 





EOCCCEENUPIMU UUGE I T P a ad aa a a aa LY Te nr ae 
JA E i A i t 


A, 









Fig 1.—Scanning magnification of tumor showing basophilic solid 
and cystic tumor islands in dermis (hematoxylin-eosin, original 
magnification Xx 20). ` 


Fig 2.—Left, Intense phosphorylase reaction distributed through- 
out tumor (phosphorylase, original magnification » 40). Right, 
Numerous dendritic cells with markedly reactive adenosine 
triphosphatase (ATPase), demonstrated within tumor and in 







i 6 \ 
i x X^ ges 
m. its wc 
"$i my Vl ET x 


and cystic spaces that contained no 
keratin were noted within some of the 
tumors. The overlying epidermis 
showed no evidence of tumor forma- 
tion. Peripheral palisading was not 
prominent. Mildly enlarged dermal 
capillaries were located only in some 
areas. Connective tissue alteration 
was not noted (Fig 1). 

In one tumor, intense melanin 
pigmentation and melanocytes were 
found within the tumor islands, 
and pigment-containing macrophages 
were seen in the adjacent stroma. 


Enzyme Histochemical 


Tissue taken from two tumors was 
studied for the following enzyme reac- 
tions: phosphorylase; adenosine tri- 
phosphatase (ATPase); succinic dehy- 
drogenase; cytochrome oxidase; acid 
phosphatase; nonspecific esterase; in- 
doxyl esterase; leucine aminopepti- 
dase; and alkaline phosphatase (Table 
2). Methods have been described. 

Intense phosphorylase reaction was 
demonstrated throughout the tumors 
(Fig 2, left) Moderately reactive 
respiratory enzymes and numerous 
ATPase-positive dendritic cells also 
were found within the tumors (Fig 2, 
right). 
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Table 2.—Enzyme Histochemistry 
of Dermal Duct Tumor 


Enzyme Reaction* 


Phosphorylase 
Adenosine triphospha- 
tase 


Succinic dehydrogenase 
Cytochrome oxidase 
Alkaline phosphatase 
Acid phosphatase 
Nonspecific esterase 
Indoxyl esterase 
Leucine aminopeptidase 





*Negative is 0; minimal is +; moderate is 
++; large is +++; and massive is 
++++. 


Ultrastructural 


Tumor Cells.—Three major tumor 
cell types were observed. These were 
clear, dark, and luminal. 

Clear cell was the most frequent cell 
type. This type had large, round, 
sometimes irregular nuclei, with dis- 
tinet nuclear membranes and a clear, 
thin space that separated it from the 
cytoplasm (Fig 3, top). Occasionally, a 
centrally located  nucleolus, either 
round or oval, was observed. The cyto- 
plasm of the clear cell was character- 
ized by the following features: abun- 
dant mitochondria;  well-developed 


epidermis (ATPase, original magnification x 40). 







rough endoplasmic reticulum and ri- 
bosomes; and sparse tonofibrils. The 
tonofibrils were arranged in small 
bundles and seemed to be concen- 
trated in the perinuclear region. The 
cells were interlocked with each other 
by complex interdigitation of cyto- 
membranes. Occasional cytomem- 
brane desmosomes were seen. 

The dark cell was found occasionally 
around the ductal space of the tumor 
and within the tumor lobules (Fig 3, 
bottom). 

The luminal cell showed interdigita- 
tion by eytomembranes along the 
lateral surface, with microvilli on the 
luminal surfaces (Fig 4, top left). The 
nucleus was irregular and elongated. 
Single-membrane-limited dense bod- 
ies and multivesicular dense bodies 
were found in the cytoplasm (Fig 4, 
top right). Many mitochondria were 
present. There was a periluminal fila- 
mentous zone, which was filled with 
fine filaments (Fig 4, bottom left). 
Invagination of the ductal lumen and 
clefts was demonstrated in the lumin- 
al cells (Fig 4, bottom right). Pinched- 
off microvilli and myelin bodies were 
seen within the lumen (Fig 4, top 
left). 

The Tumor-Stroma Interface.— The 
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Fig 3.—Top, Three clear cells showing abundant amount of mitochondria (M), fine tonofibrils (T), 
well-developed rough endoplasmic reticulum (ER), and complex convoluted cytomembrane (arrowheads). 
Nuclei (N) are round, and nucleoli (NU) are centrally located. Desmosomes (D) are present (uranyl acetate 
and lead citrate, x 16,450). Bottom, One dark cell characterized by irregular nucleus (N) with clumped 


chromatin, abundant mitochondria (m), glycogen, and thick tonofilaments (T). Note convolutions of 
cytomembrane and desmosomes (D) of dark cell (uranyl acetate and lead citrate, x 12,996). 
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tumor rested on an intact basal lami- 
na. The basilar cells had few hemides- 
mosomes or “dense regions,” and 
microfilaments could not be detected 
in the cytoplasm. 

Langerhans’ Cell-Indeterminate Cell. 
—Dendritic clear cells were identified 
within the tumors: these cells had an 
indented nucleus and rare cytoplasmic 
organelles (Fig 5). Tonofilaments or 
desmosomes were not seen. Typical 
Langerhans’ granules were not pres- 
ent. The dendritic cell is indetermi- 
nate and, possibly, a variant of the 
Langerhans’ cell. 

Lymphocyte.—Small lymphocytes 
were occasionally found within the 
tumors. 


COMMENT 


The clinical appearance of dermal 
tumors is not usually diagnostic, and 
the dermal duct tumor is no exception. 
Certain nonspecific features may re- 
cur frequently. One pattern in our 
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current series is that of an elderly 
woman with a papular lesion of the 
head and neck region. The lesion is 
usually small, though one was 2.2 em 
in diameter, The lesion clinically 
resembles dermal nevus, adnexal tu- 
mor, sebaceous adenoma, dermatofi- 
broma, neurofibroma, or basal cell 
carcinoma, and is commonly an 
intradermal  papule whose color 
ranges from white to red. Eight of ten 
patients seen at our institution (in- 
cluding three previously described 
cases) were women; all three of the 
patients seen by Ishikawa were 
women. A second pattern is that 
represented by the three male pa- 
tients whose lesions on the legs or 
arms have been described by Degos et 
al Cramer,’ and Apisarnthanarax 
and Mullins." The two men seen by us 
also had lesions on the arm and 
sacrum. This division of cases by sex 
and location of lesions may be a 
chance difference. 


The tumor is composed of visit A 


rich, phosphorylase-positive, poroma- 
type cells that form masses around 
ductal structures in the dermis. The 
moderately active respiratory * en- 
zymes and the absence of lysosomal 
enzymes further substantiate the pat- 
tern of dermal duct tumor formation 
and tend to exclude eccrine and 
apocrine secretory coil differentia- 
tion.^ The absence of epidermal 
change also differentiates this tumor 
from eccrine poroma and hidradeno- 
ma. The hidradenoma often has broad 
epithelial connections and usually 
forms a solid or cystic dermal or 
subeutaneous mass that lacks the 
sinuous, regular masses of the dermal 
duct tumor. Because both eccrine 
poroma and hidradenoma also are 
phosphorylase-positive,*''*'? these tu- 
mors have a basic kinship. They are 
adenomatous tumors of sweat gland 
differentiation, which vary in cellular 
organization but which are composed 


Fig 4.—Top left, Luminal cell showing interdigitation of cytomem- 


citrate, x 14,535). 


branes (arrowheads) along lateral surfaces and microvilli (MV) on 
luminal surfaces. Nucleus (N) is irregular and elongated. Note 
single-membrane-limited dense body (DB), mitochondria (M), 
pinched-off microvilli, and myelin-figured body (MFB) (uranyl 
acetate and lead citrate, 
showing mitochondria (M) and multivesicular dense body (MVB) 
(uranyl acetate and lead citrate, x 23,256). Bottom left, Perilumin- 
al zone of luminal cell showing network of fine filaments (F) and 
myelin-figured body (MFB) (uranyl acetate and lead citrate, 
X 20,520). Bottom right, Invagination by ductal lumen and clefts 
(C) in luminal cell. Note desmosomes (D) in vicinity of clefts. Note 
also multivesicular dense body (MVB) (uranyl acetate and lead 


x 21,932). Top right, Luminal cell 
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* 


Fig 5.—Langerhans' cell (Lg) showing indented nucleus with few mitochondria (m). Note absence of 
tonofilament-desmosome complex. Note also nucleus (N) (uranyl acetate and lead citrate, x 15,732). 


of similar cells with a common differ- 
entiation potential. Thus, from least 
to most organized, the phosphorylase- 
positive, benign ductal tumors are as 
follows: solid and cystic hidradenoma; 
eccrine poroma; dermal duct tumor; 
and syringoma. 

The electron microscopic division of 
cell populations in dermal duct tumor 
into a large clear cell, a small dark cell, 
and a luminal cell is identical to the 
description of the cell populations 
demonstrated in the embryonic der- 
mal duct in human skin by Breath- 
nach." Similar organization, with a 
tendency toward keratinization, is 
observed in epidermal eccrine duct'*'® 
and in syringoma.'’'* Dermal duct 
tumor is apparently produced by a 
massive increase in the population of 
large cells that show no keratinization 
and only sparse  tonofilamentous 
masses. The luminal cells have many 
multivesicular bodies similar to em- 
bryonic and dermal duct lesions'’ and 
to syringoma'’—structures not ob- 
served in hidradenoma or in basaloid 
tumors such as cylindroma and spirad- 
enoma.” The absence of keratohyaline 
granules in the dermal duct tumor 
points to a dermal duct differentia- 
tion, as opposed to an epidermal duct 
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differentiation. The luminal cells are 
prominent and consistent and form a 
regular pattern in dermal duct tumor, 
as well as in poroma and syringoma; 
usually, these cells are rare or absent 
in tumors such as hidradenoma.'"'* 
The  periluminal  tonofilamentous 
band and microvilli typify the luminal 
cells of the dermal duct tumor and the 
dermal duct and are found equally in 
eccrine poroma and syringoma. 

The dense or dark cell is a feature of 
most basaloid or adnexal tumors. It 
has been considered a basal cell," a 
differentiated cell" or a pyknotic, 
involutional cell.* Such cells are sparse 
in dermal duct tumor, as well as in 
other tumors studied, and the small 
number and lack of regular relation- 
ship to a basal layer, lumen, or other 
cell population suggest that they are 
involutional in dermal duct tumor, as 
well as in hidradenoma,' syringocys- 


tadenoma,"  |spiradenoma, cylin- 
droma," and basal cell carcino- 
ma?:'’!—lesions in which these cells 


also have been observed. 

We did not find cilia or other 
specialized epithelial structures in 
dermal duct tumor. Their presence 
also has not been noted in eecrine 
poroma or syringoma. One flagellum 


was observed in hidradenoma by 
Hashimoto et al," but no flagellar or 
cilia structures were observed in the 
very uniform hidradenoma reported 
by Wolff et al' Cilia have been 
observed in basal cell carcinoma”? and 
frequently in cylindroma” and spirad- 
enoma.” Breathnach'" noted cilia 
formation in embryonic human epi- 
dermal basal cells, so cilia per se prob- 
ably are an indication of basaloid, 
rather than glandular, differentia- 
tion. 

The presence of Langerhans’ cells 
and indeterminate dendritic cells in 
dermal duct tumor is also consistent 
with their presence in eccrine poroma 
and syringoma."-* Langerhans’ cells 
are rarely observed in hidradeno- 
ma.''* The presence of Langerhans’ 
cells is typical of epithelial adnexal 
tumors and does not indicate unique 
patterns of differentiation. They are 
observed in basal cell carcinoma, 
spiradenoma, cylindroma, and trichoe- 
pithelioma.**’** The demonstration of 
the ATPase-positive dendritic cells in 
the dermal duct tumors in our series 
emphasizes the regularity of cell 
proliferation and the maintenance of 
consistent epithelial cell-dendritic cell 
symbiosis. 
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melanophages.  Wilson-Jones? re- 


enomas," all of which had melanin 
. pigment within the eccrine poroma- 
. like masses. Thus, whereas the origi- 
~ nal cases of poroma showed no rela- 
_ tionship to the melanocytes, the later 
cases formed a precedent for a 
. pigmented dermal duct tumor. This 
tumor contained a proliferation of 
. melanocytes similar to that observed 
in melanocanthoma”* or pigmented 
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2 Yasuda et al reported a pigmente d. 
. poroma in which melanin was noted 
within the tissue and surrounding 


ported a series of pigmented “hidrad-. 


1. Ishikawa K: Dermal duct tumour. Australas - 


melanocytic cells. | 
Our series of dermal duct tumors 
raises the total of reported cases to 20 
and demonstrates that this pattern of 
ductal tumor can be readily recog- 
nized. Its relationship to syringoma on 
the other hand, whose organization it 
follows, and to poroma on the other 
hand, whose cellular pattern is identi- 
cal, permits us to place more. exactly 
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droma, trichoepithelioma, and spirad- 
enoma occasionally have been seen 
together or even in the same tumor 
lobule.*** Results of this electron 
microscopic study indicate that the 
dermal duct tumor differentiates in a 
pattern similar to the proliferation of 
the embryonic cutaneous dermal 
duet. i 
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"ase Reports 


Allergie Contact Photodermatitis 


‘to Para-aminobenzoie Acid | 


C. G. Toby Mathias, MD; Howard 1. Maibach, MD; John Epstein, MD 


e Allergic photocontact dermatitis de- 
veloped in a patient to a commercial 
sunscreen preparation containing para- 
aminobenzoic acid (PABA) in an alcohol 
base. Photopatch testing showed photo- 
sensitivity to PABA. Sensitization could 
only be detected when PABA was tested 


js - inan alcohol vehicle; a photopatch test to 
^ PABA in petrolatum was negative. | 


(Arch Dermatol 114:1665-1665, 1978) 


P. ie several case reports have 
documented the occurrence of 
allergie contact and photocontact der- 
matitis to commercial sunscreen prep- 
arations,' little attention has been 
devoted to the influence of the vehicle 
on patch and photopatch test results 
to these agents. The importance of the 
vehicle in providing optimum photo- 
proteetion has been well documented 
for commercial sunscreen and tanning 
preparations." Kaidbey and Klig- 
man have demonstrated that the 
photosensitizing capacity of crude coal 
tar, mathoxsalen, and chlorpromazine 
was strongly influenced by the choice 
of vehicle.’ We describe a patient in 
whom allergie photocontact dermati- 
tis developed to a commercial sun- 
screen containing 596 para-aminoben- 
zoic acid (PABA) in an alcohol base. 
Photopatch tests to 5% PABA in 
petrolatum were negative. Photosen- 
sitivity was easily demonstrated when 
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5% PABA was tested in 70% alcoho 
(ethanol). | 


REPORT OF A CASE 


Facial erythema and pruritus developed .... 
in a 57-year-old woman 12 hours after she 2 
applied a sunscreen lotion containing 5%. —— 
PABA in 55% alcohol (PreSun) to her face < 
This occurred while she was vacationing at 
Lake Tahoe, Calif, in early autumn. She 
had used the sunscreen on previous otca- — 
sions without difficulty. There was no prior. - 
history of cutaneous reactions to other. 


sunscreens or topical anesthetics. 


Patch and photopateh tests were per- 4 


formed to the commercial PABA lotion and 
5% PABA in petrolatum. In order to deter- 
mine cross-reactivity, similar patch tests 
were performed to several other sun- 
sereens containing PABA esters, including 
one (Eclipse) composed of a 3% mixture of 
monoglyceryl PABA and isoamy! dimethyl 
PABA (padimate A). Patches were applied 
in triplicate to the upper portion of the 
back. One set was removed at 48 hours. The 
other two sets were removed at 24 hours 
and irradiated with a Kromayer hot quartz 
contact lamp for three seconds without a 
window glass filter (ultraviolet [UV]-B) 
and for 30 seconds through window glass 
(UV-A). The approximate outputs for this 
light source were 0.05 joules/s/sq cm 
(UV-B) and 0.12 joules/s/sq em (UV-A); 


both were suberythemogenic at control 


irradiated sites. The photoirradiated sites 
were subsequently left uncovered. Patch 
test sites were scored according to the 
grading system of the International Con- 
tact Dermatitis Research Group.” 

At 48 hours all patch test sites were 
negative. By 96 hours the UV-A irradiated 
commercial PABA lotion showed a 2+ 
spreading, eczematous reaction, the nonir- 
radiated and UV-B irradiated sites showed 
no reaction. The commercial lotion contain- 
ing a mixture of monoglycery! PABA and 
isoamyl dimethyl PABA showed a similar 
24 reaction; there was no apparent differ- 
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ence in intensity between irradiated and f 
onirradiated sites. Patch and photopateh 
to % PABA in petrolatum were 


























ne the influence of the vehicle 
d photopatch test results, 





sites were irradiated at 24 hours and left 
uncovered. Routine occlusive patch testing 
was also performed to the ingredients of 
the commercial PABA lotion and 5% benzo 
caine in petrolatum. 

At 48 hours all patch test sites were 
negative. By 96 hours PABA in alcohol . 
produced a spreading, eezematous 2+ reac- 
tion at the UV-A irradiated sites; PABA in 
petrolatum was negative. Monoglyceryl. 
PABA showed a weakly positive papula: 
reaction at both the nonirradiated an 
UV-B irradiated sites; the intensity wa 
enhanced (increased number and confluen 
ey of papules) in the UV-A irradiated sites 
regardless of the vehicle. Routine oeclusiv 
pateh tests to the ingredients of th 
commercial PABA lotion were negativ 
Benzocaine (nonirradiated) showed a 2+- 
spreading, eczematous reaction. Fi 


COMMENT 


Allergic contact dermatitis to the 
active ingredients of commercial sun 
screen preparations, although no 
common, is well recognized. Contac 
sensitization has been reported to 
monoglyceryl PABA, isoamyl and 
octyl dimethyl PABA,’ benzophe- 
nones,*^ and homosalate (homomenth- 
yl salieylate)^ Fisher has recently 
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ing monoglycery] PABA may be 
contaminated ^ with 
amounts of benzocaine.^ Cutaneous 
reactions to sunscreens containing 
this PABA ester may represent sensi- 
tization to benzocaine rather than 
true sensitization to the ester. The 
source of contamination has been 
traced to monoglycery| PABA sup- 
plied by one US manufacturer. Sub- 
| jects with positive patch test reactions 
to benzocaine showed positive reac- 
tions to monoglyceryl PABA supplied 
by this manufacturer, but not to 
monoglycery| PABA supplied by 
another.'* 
: Allergie contact photosensitization 
to commercial sunscreens is less com- 
mon. Although sunscreens protect 
. against sunburn by absorbing UV 
- light, this same protective mechanism 
confers a potential for eausing photo- 
toxicity or photoallergy. Photocontaet 
^ dermatitis has been reported to 
< PABA and monoglyceryl PABA,* but 
not to its other esters; in these cases, 
. alcohol was employed as the patch test 
-© vehicle. It has also occurred from 
cinoxate (2-ethoxyethyl p-methoxy- 
cinnamate).** 
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| shown unt: some sunscreens contain- 


substantial 


The superior sunscreen effeetive- : 





hols and other vehicles, has been 
demonstrated." Effectiveness ap- 
pears related to enhanced percuta- 
neous penetration in ethanol,? with 
subsequent protein conjugation. z 
Despite superior penetration in alco- 
hol, patch testing with PABA in 
petrolatum has been recommended.” 
Our patient clearly demonstrates the 
superiority of photopatch testing to 
PABA in alcohol; photosensitization 
was not detected with PABA in petro- 
latum. The true phototoxie and pho- 
toallergic potential of PABA may not 


' be known since predictive testing was 


performed with petrolatum as the 
vehicle." 

Initial testing of PABA ester sun- 
screen lotions in our patient was 
performed only to detect cross-reac- 
tivity; reactions of equal intensity to 
monoglyceryl PABA containing lotion 
in irradiated and nonirradiated sites 
was unexpected. This may have been 
due to failure to cover the nonirra- 
diated site with black paper for an 
additional 48 hours after the removal 
of the patch. Contact sensitization to 
benzocaine, a contaminant in some 
monoglyceryl PABA-containing lo- 
tions, is also conceivable, although a 
prior history of reaction to topical 


References 


T. Horio T. Higuchi T: Photocontact dermatitis 

from — p-aminobenzoie acid, Dermatologica 
156:124-128, 1978. 

8. Satulsky EM: Photosensitization induced by 
monoglycery! para-aminobenzoate: A case report. 
Arch. Dermatol 62111-1123, 1950. 

9. Goldman TF Jr: Photodermatitis from a 
sunscreening agent. Arch Dermatol 102:563, 
1970. 

10. Kraft ER, Hoch SG, Quisno RA, et al: The 
importance of the vehicle in formulating 
sunscreen and tanning preparations. J Soc 
Cosmet Chem 23:383-391, 1972. 

11. Willis I, Kligman AM: Aminobenzoic acid 
and its esters: The quest for more effective 
sunscreens. Arch Dermatol 102:405-417, 1970. 

12. Pathak MA, Fitzpatrick TB, Frenk E: Eval- 
uation of topical agents that prevent sunburn: 
Superiority of para-aminobenzoic acid and its 
ester in ethyl aleohol. N Engi J Med 280:1459- 


nol, compared with longer chain | alco- 





P E is lacking; a Tienen c | 
. patch test was positive. Our sample of 


monoglyceryl PABA was not purified 
and presumably contained benzocaine 
since it was obtained from a manafac- 
turer that was subsequently shown to 
supply commercial | monoglyceryl 
PABA contaminated with substantial 
amounts of benzocaine.* Photopatch 
testing with monoglyceryl PABA 
showed an enhancement of reactivity 
with UV-A and may represent cross- 
reactivity with PABA. Another in- 
triguing possibility is that benzocaine 
itself may have been photosensitiz- 
ing’; unfortunately, benzocaine pho- 


_topatch tests were not performed and 


definite conclusions regarding cross- 
reactivity cannot be drawn. 
Suspected cases of contact dermati- 
tis to sunscreens should be evaluated 
with both routine and photopatch test- 
ing. When testing to the active i ingre- 
dients, the selection of an appropriate 
vehicle should be carefully consid- 
ered. | 
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X-linked Dyskeratosis Congenita 


With Pancytopenia 


Aron Gutman, MD; Azriel Frumkin, MD; Avinoam Adam, PhD; 
Nava Bloch-Shtacher, PhD}; Leon A. Rozenszajn, PhD 


e Two maternal male cousins in a 
Jewish Iraqi kindred were affected with 
dyskeratosis congenita and had a mega- 
loblastic bone marrow. One cousin had 
pancytopenia and the other had thrombo- 
cytopenia. The kindred displays a defi- 
ciency of glucose-6-phosphate dehydro- 
genase (G6PD) and a £-thalassemia trait. 
The following genetic “markers” of the X 
chromosome were studied: G6PD, the 
X-linked blood groups Xg, and color 
vision. Linkage analysis indicated that 
dyskeratosis, G6PD, and Xg are far apart 
on the X chromosome. Chromosomal 
studies showed a 46XY karyotype in both 
cases; however, nonspecific numerical 
aberrations and structural abnormalities 
were found in the first and in the second 
case, polyploidy was seen in four of 60 
cells. The proband's cultured fibroblasts 
did not show increased susceptibility to 
malignant transformation by simian virus 
40, an oncogenic virus. 

(Arch Dermatol 114:1667-1671, 1978) 
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| id empen congenita (DCG) is a 
rare congenital and familial dis- 
order characterized by reticular pig- 
mentation of the skin, nail dystrophy, 
hyperhidrosis of the palms and soles, 
lacrimal duct obliteration, and leuko- 
plakia of the mucous membranes. 
About 60 cases have been reported to 
date,? most of which appeared in the 
dermatologic literature. 

Aplastic anemia has been re- 
ported?" in 21 cases of DCG and is 
considered by some to be an integral 
part of the syndrome. In three addi- 
tional cases'**’ thrombocytopenia 
only has been described. 

This report concerns the X-linked 
DCG of two maternal male cousins. 
One cousin had pancytopenia and the 
other had thrombocytopenia. Other 
“markers” of the X chromosome were 
examined in the kindred, the karyo- 
type was determined, and the pro- 
band’s fibroblasts were cultured in the 
presence of simian virus 40 (SV 40), an 
oncogenic virus. 


REPORT OF CASES 


Case 1.—The propositus, an 18-year-old 
man who was of Sephardic Jewish origin, 
was referred to the hospital in June 1975 
because of recurrent pain in the left flank. 
He was well until the age of 9, when the 
nails of his hands became dystrophic, shriv- 
eled, and shrunken, and disappeared 
almost completely within a year. A few 
months later, pigmentary changes of the 
trunk appeared. Ever since he could 
remember, there had been excessive lacri- 
mation of the right eye. 
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Physical examination revealed an alert, 
well-oriented, and intelligent man. He was 
of slender build, was 154 em tall, and 
weighed 48 kg. There was slight icterus of 
the scleras, and the tip of the spleen was 
palpable on deep inspiration. The only 
abnormal findings pertained to the skin, 
appendages, and mucous membranes. 
There was excessive lacrimation (epiphora) 
of the right eye due to obstruction of the 
tear duct orifice. The skin showed a mot- 
tled perifollicular telangiectatic hyperpig- 
mentation that was interspaced with 
sharply outlined clear areas. The changes 
were most marked about the neck, but 
extended over the trunk, shoulders, arms, 
and axillary areas. The fingernails and 
toenails were almost completely destroyed 
(Fig 1). The majority of the nails were 
fused with keratotic skin (pterygium 
unguium). The palms and soles were 
atrophic and smooth. The normal dermato- 
glyphics were lost. Sweating was dimin- 
ished,except for hyperhidrosis of the palms 
and soles. There were leukoplakic patches 
on the dorsal surface of the tongue. 
Eyelashes were sparse. 

Laboratory studies during a follow-up 
period of two years revealed a hemoglobin 
level of 10.4 to 9.5 g/dl and hematocrit 
value 31% to 29%. Peripheral blood films 
revealed anisochromia, poikilocytosis, 
"tear drops,” macrocytes, basophilic stip- 
pling, Howell-Jolly bodies, and late eryth- 
rocytes. The reticulocyte count varied from 
1.6% to 4.0%. The RBC osmotic fragility 
was slightly increased. The alkali-resistant 
hemoglobin value was 17% (normal, under 
2%). In the peripheral blood smears, 20% of 
the erythrocytes contained fetal hemoglo- 
bin (Hb F). The hemoglobin A, (Hb A.) 
value was 3% (normal, under 3%). The WBC 
count was 3,600/cu mm, with a normal 
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Fig 1.—Case 1. Severely deformed finger- 
nails 


differential count. Leukocyte alkaline 
phosphatase score was 236 (normal, 15 to 
100). The platelet count varied from 30,000 
to 18,000/cu mm. 

À bone marrow aspirate was found to be 
cellular. There was erythroid hyperplasia 
with a shift to younger forms, particularly 
chromatophilie erythroblasts showing 
megaloblastic changes. The cytoplasm of 
many erythroblasts contained Howell-Jolly 
bodies and basophilic stippling. Cells of 
megakaryocytic and granulocytic series 
showed a normal morphology, although 
there was a slight increase in the number 
of myelocytes. The ratio of myeloid to 
erythroid was 1:1. Iron staining revealed 
the presence of iron in the reticulum cells 
and 67% sideroblasts. Electron microscopy 
showed  orthochromatie or acidophilic 
erythroblasts, with irregular lobulation of 
the nucleus; some nuclei were enlarged and 
deformed. The cytoplasm contained mito- 
chondria and aggregates of tightly packed 
ferritin molecules. The nuclear chromatin 
was clumped in large masses. Nuclear 
pores and a perinuclear canal was seen. 

The serum folate level was 4.3 ng/ml 
(normal, 5 to 20 ng/ml). Ferrokinetic stud- 
ies with ^Fe showed a slightly delayed 
plasma iron clearance, slightly decreased 
iron incorporation in the erythrocytes, 
normal uptake of iron into the marrow, and 
slightly inereased iron uptake over the 
liver and spleen, as seen in cases of blood 
loss. The RBC half-life, which was deter- 
mined with “Cr, was 28 days (normal, 25 to 
21 days). The total serum bilirubin value 
was 2.4 mg/dl, and the indirect bilirubin 
value was 1.9 mg/dl. Etiocholanolone test 
of marrow granulocyte reserves showed a 
maximal increase in circulating granulo- 
cytes of 1,132/cu mm. An increase of more 
than 2,600 granulocytes per cubic millime- 
ter is considered normal.” Serum immuno- 
globulin electrophoresis showed normal 
levels of IgA and IgG; the IgM value was 
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Fig 2.—Case 2. White shiny patches on penis and reticular hyperpigmentation of 


thighs. 


43 mg/dl (normal, 67 to 208 mg/dl). 

The B and T lymphocytes and the 
lymphocyte transformation following 
stimulation with phytohemagglutinin were 
within normal range.*! The skin tests 
to streptokinase-streptodornase  (10/2.5 
units), Trichophyton, Monilia, and PPD (2 
and 5 tuberculin units) were negative. 

Fibroblasts derived from the patient's 
skin biopsy specimen were cultured and 
infected with the SV 40. There was no 
increased susceptibility to malignant 
transformation by the virus. Fibroblasts 
rate of growth in soft agar and the 
percentage of colonies formation? were 
the same before and after exposure to the 
virus infection. All findings were within 
the range of the normal control. 

Cultured skin fibroblasts and peripheral 
blood lymphocytes were karyotyped ac- 
cording to the method of Moorhead et al, 
including banding.^ One hundred nine 
fibroblasts and 35 lymphocytes were exam- 
ined, and a normal-appearing 46XY karyo- 
type was found in about 70% of them 
compared with 88% in a healthy control. 
The numerical aberrations were not specif- 
ic. Structural aberrations were found in 
five fibroblasts: in two cells, chromatid 
breaks; in two cells, deletions in different 
chromosomes; in one cell, a translocation 
between the long arms of E16 and E17. 

The following determinations yielded 
normal results: Coombs's test, haptoglo- 
bins, coagulation time, prothrombin time, 
fibrinogen; serum iron and total iron bind- 
ing capacity, serum vitamin B,, serum 
6-aminolevulinie acid, Schilling test; Ham’s 
test; erythrocyte glucose-6-phosphate de- 
hydrogenase (G6PD); routine urinalysis; 
urinary aminoacid chromatography; uri- 
nary porphyrin and hemosiderin; urinary 
phosphorus and calcium excretion; serum 
levels of creatinine, BUN, electrolytes, 
SGOT, SGPT, lactic dehydrogenase, alka- 
line phosphatase, cholesterol, triglycerides, 
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Fig 3.—Reticular hyperpigmentation of 
trunk and arm. 


lipoprotein electrophoresis, total protein, 
albumin, globulin, calcium, phosphorus, 
uric acid; C3; antinuclear factor; lupus 
erythematosus (LE) cell preparations; la- 
tex fixation, and VDRL. The liver scan was 
normal and a-fetoprotein was negative. 
Absorption of D-xylose was normal. A 
chest film and intravenous pyelography 
were normal. 

Endocrine evaluation revealed an ade- 
quate cortisol and growth hormone re- 
sponse to insulin-induced hypoglycemia, 
and an adequate response of serum testos- 
terone to chorionic gonadotropin adminis- 
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tration. Results of thyroid function tests 
were normal, and a skull film showed a 
normal sella turcica. 

A skin biopsy specimen showed an 
atrophic epidermis and flattening of the 
rete ridges. The stratum spinosum was 
only one to two cells thick in most areas. 
The basal layer showed areas of hyperpig- 
mentation. Scattered pigment-containing 
cells were seen in the upper part of the 
dermis. 

Fluoxymesterone (Halotestine) was giv- 
en from November 1975 to January 1977, 
without any hematologic improvement. 

Case 2.-The proband’s maternal cousin, 
a 30-year-old construction man had had 
brittle, cracked fingernails since the age of 
4, and a scattered dark pigmentation of the 
skin appeared at the age of 7. Since child- 
hood he had had bilateral excessive lacri- 
mation, and, when he was 22 years old, a 
repeated and unsuccessful attempt was 
made to relieve the blockage of the right 
tear duct. 

Physical examination revealed a well- 
proportioned, lean, muscular man who was 
152.5 em tall and weighed 45 kg. He had a 
sharp-featured, birdlike face. There was 
bilateral epiphora and both puncta lacri- 
malia were blocked. The conjunctiva was 
pale with leukoplakie patches. The eye- 
lashes were sparse. There was leukoplakia 
on the dorsal surface of the tongue and on 
the buccal mucosa, close to the lip angles. 
All nails were hypoplastic and almost 
absent, with pterygium in the majority of 
them. There was hyperkeratosis of the 
palms. The fingertips were atrophic, 
smooth, and pale and the normal dermato- 
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Fig 4.—Pedigree of kindred. 


glyphies were lost. On the dorsal side of the 
penis, white shiny patches were seen (Fig 
2). There was a fine reticular grayish- 
brown hyperpigmentation of symmetrical 
distribution on the face, neck, trunk, and 
extremities (Fig 3). A skin biopsy revealed 
a picture very similar to that of case 1. 

Laboratory studies showed a hemoglobin 
level that varied during a two-year follow- 
up period from 13.1 to 11.9 gm/dl; hemato- 
crit values varied from 39.6% to 35.4%. 
Peripheral blood films revealed macrocyto- 
sis, anisocytosis, and toxic granulation. The 
reticulocyte count varied from 1.2% to 5.2%. 
The alkali-resistant hemoglobin value was 
3.5%. Leukocyte alkaline phosphatase score 
was 187. The platelet count varied from 
90,000 to 50,000/cu mm. 

A bone marrow aspirate revealed a 
megaloblastic picture similar to that of 
case 1. 

Serum immunoglobulin electrophoresis 
showed normal levels of IgA and IgG; the 
IgM value was 42 mg/dl. B cells, T cells, 
and lymphocyte transformation following 
stimulation with phytohemagglutinin were 
within normal range. 

Sixty peripheral blood lymphocytes were 
karyotyped. A normal-appearing 46XY 
karyotype was found. Polyploidy was seen 
in four cells. No chromatid breaks, gaps, 
constrictions, or rearrangements were ob- 
served. 

The following determinations yielded 
normal results: routine urinalysis, urinary 
porphyrin, serum levels of glucose, BUN, 
creatinine, electrolytes, cholesterol, total 
protein, albumin, globulin, caleium, phos- 
phorus, uric acid, C3 and C4, prothrombin 
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time, fibrinogen, antinuclear factor, LE 
cell preparations, latex fixation, VDRL, 
Coombs's test, haptoglobin, total bilirubin, 
erythrocyte osmotic fragility, Hb A., leuko- 
cyte count, differential count, serum iron, 
total iron-binding capacity, serum vitamin 
B,., and serum folate levels. 


FAMILY INVESTIGATIONS 


The family pedigree is shown in Fig 4. 
The maternal grandparents (I-1 and I-2) 
and the parents (I-2 and I1-3; II-6 and II-7) 
of the propositus (III-18) and of his 
affected cousin (III-6) were nonconsan- 
guinous. They were all Sephardic Jews, 
born in Baghdad, Iraq. 

The maternal grandfather (I-2) died in 
1931 in his early 40s following a complica- 
tion of throat surgery of unspecified 
nature. His medical history prior to the 
terminal event was noncontributory, his 
fingernails were normal, and he did not 
have any pigmentation of the skin. The 
maternal grandmother (I-1) died at home 
in 1975 at the age of 80. She also had a 
noncontributory medical history and had 
no external stigmata. 

Since DCG in this kindred is inherited in 
accordance with the typical X-linked man- 
ner, we examined other markers of the X 
chromosome in the family, searching for 
new information regarding the relative 
locations of the respective loci on the X 
chromosome. 


METHODS 


Color vision was tested with Ishihara 
plates (1959);* G6PD activity was deter- 
mined quantitatively." Samples of blood 
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were sent elsewhere for the determination 
of the X-linked blood groups, Xg.” The 
“Lod-score” linkage analysis was per- 
formed using the tables of Maynard-Smith 
et al.” 


RESULTS 


All examined members of the fami- 
ly had normal color vision; however, 
the two other markers, G6PD and Xg, 
segregated in generations II and III. 
The results are depicted in the pedi- 
gree chart (Fig 4). The two dyskera- 
totic cousins had normal values for 
G6PD and had blood group Xg(a—), 
while there were persons among their 
brothers and uncles who had normal 
and abnormal values of G6PD, as well 
as persons with Xg(a+) and Xg(a—) 
blood. 

It is virtually certain that the pro- 
positus’s maternal grandfather (I-2) 
was not affected with dyskeratosis. It 
follows therefore that the grandmoth- 
er (I-1) was heterozygous for this 
gene. The fact that her two sons (II-1 
and II-5) segregate for G6PD and for 
Xg indicates that she was heterozy- 
gous for these two markers as well, 
and the same is true for her daughter 
(11-3) and possibly also for II-7, whose 
heterozygosity for G6PD is not cer- 
tain. Likewise the grandfather (1-2) 
must have been Xg(a—), but his G6PD 
status cannot be determined. The 
linkage analysis according to the Lod- 
score method™ shows that whichever 
combination is considered, close link- 
age is excluded with regard to each of 
the three pairs of loci: DCG-Xg; DCG- 
G6PD; and Xg-G6PD. 

Hematological studies revealed that 
presence of £-thalassemia trait in the 
family characterized by elevated lev- 
els of Hb A, and Hb F, microcytosis, 
and hypochromia.* Ten affected indi- 
viduals were found (II-5,7,8,1II- 
10,11,13,14,16,17,19) (Fig 5), and the 
mode of transmission of the imbal- 
anced globin chain synthesis is autoso- 
mal dominant. 


COMMENT 


The X-linked mode of inheritance of 
DCG in most familial cases has been 
established in previous publica- 
tions" and our family with the two 
affected men who are maternal cous- 
ins, is in full agreement with this 
pattern. Nevertheless, autosomal 
dominant transmission has been re- 
ported" and sporadic cases that 
include women oceur.'^ 

Sirinavin and Trowbridge? have 
demonstrated that there is no close 
linkage between DCG and Xg blood 
groups, and the results of our linkage 
study fully support their observation. 
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The same is probably true for the 
relations between dyskeratosis and 
G6PD, but the data are too meager to 
attempt a guess as to map distances or 
possible sequence of the three loci on 
the chromosome. The results do indi- 
cate, however, that neither of the 
markers would be useful in the near 
future for purposes of genetic counsel- 
ing to dyskeratotic families. In our 
kindred, as in the one of Sirinavin and 
Trowbridge,’ all examined members 
had normal color vision, and therefore 
this X-linked marker is not informa- 
tive. 

In 21 reported cases with DCG 
pancytopenia developed. It is conceiv- 
able that the hematologic fault may 
affect certain stem cell populations 
more than others, so that severe 
anemia or thrombocytopenia'**-:9 
may prevail. 

In the present report, patient 1 had 
pancytopenia and patient 2 had mod- 
erate thrombocytopenia. Neverthe- 
less, in both cases the bone marrow 
showed megaloblastie changes. There 
was also macrocytosis and elevated 
levels of Hb F showing inefficient 
erythropoiesis. Leukocyte alkaline 
phosphatase activities were elevated 
in both cases. Steier et al'* described a 
patient with DCG and pancytopenia; 
his younger brother had also DCG, 
and the hematological changes con- 
sisted of moderate thrombocytopenia, 
elevated level of Hb F, macrocytosis 
and high leukocyte alkaline phospha- 
tase score. 

The nature of the hematological 
disturbance in DCG is unclear. During 
certain phases, the bone marrow is 
hypercellular or normocellular.**^* It 
becomes progressively hypocellu- 
lar^*'*'5 in terms of blood precursors 
and replacement by fat cells, and 
fibrosis is observed." The RBC 
precursors can be normoblastic,*:"!-! 
but there is also a tendency toward 
megaloblastic maturation,’ as demon- 
strated in our two cases. We believe 
that the bone marrow dysfunction is 
the major and fundamental hemato- 
logical problem in our patients, 
though the occasional high reticulo- 
cyte counts and increased serum bili- 
rubin values (in case 1) suggest a 
hemolytic process. To our knowledge, 
Cole et al" are the only ones to have 
reported a case with strongly positive 
Coombs's test, splenomegaly, and a 
hyperactive marrow. Portal fibrosis of 
the liver** cirrhosis, and portal hyper- 
tension*'* have occurred rather com- 
monly, considering the small number 
of patients reported with DCG. In 
most of these cases, the hematological 
findings were considered suggestive 


of hypersplenism, and splenectgafy * 
was performed,'**? with a temporary 
or negligible effect on the progress of 
the anemia. The lack of response to 
splenectomy confirmed the initial im- 
pression of primary refractory ane- 
mia. 

Many investigators were struck by 
the resemblance of DCG to Fanconi's 
anemia and proposed the former as a 
variant of the latter.**-^? Both disor- 
ders commonly manifest skin hyper- 
pigmentation and primary refractory 
pancytopenia, with hyperplastic and 
megaloblastic bone marrow, devel- 
oping into severe hypoplasia. In both 
disorders an increased incidence of 
malignancies is found. However, a 
close comparison between DCG and 
Fanconi’s anemia? shows that funda- 
mental differences between both con- 
ditions exist. 

Results of cytogenic studies on 
patients with DCG are available in a 
total of 18 cases, including our two 
cases.^!'7*7* A normal karyotype was 
found in 13 cases?""-"*; in one of them, 
chromosome 16 heteromorphism was 
found, not causally related to DCG. 
Scoggins et al? found endoreduplica- 
tions in two cases, and, in addition, 
one of these patients demonstrated 
chromatoid breaks in two of the 26 
cells examined. We found a 46XY 
karyotype in both our cases, though, in 
the first of them, nonspecific numeri- 
cal aberrations were seen and there 
were also nonspecific structural ab- 
normalities that did not resemble the 
findings in cases of Fanconi’s ane- 
mia.**-^ In the second case, polyploidy 
was seen in four of 60 cells exam- 
ined. 

To our knowledge, Scoggins et al" 
were the first to describe immunolog- 
ical defects in DCG. Three of their 
four patients failed to show a delayed 
response to a variety of skin antigens, 
and could not be sensitized to dini- 
trochlorobenzene. Normal cireulating 
antibody titers to a primary adminis- 
tered antigen could not be developed, 
and their secondary anemnestic re- 
sponses were also reduced. One of 
them had antinuclear factor present. 
Steier et al" found in their two 
patients thyroglobulin antibodies, 
broad elevation of the IgG level, and a 
decrease in the IgM level in their two 
cases. The patient in the report of 
Ortega et al? had a postmortem 
dysplasia of the thymus, a lympho- 
cyte-poor spleen, and lymph nodes. 
There was also absence of primary 
follicles in the intestine. Noteworthy 
was the absence of peripheral lympho- 
penia. Quantitative determinations of 
serum immunoglobulins gave abnor- 
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7 {nally low values. 


Borrone et al'* described a patient 
in whom the lymphocyte response to 
mitogenic stimulation, the one-way 
mixed lymphocyte culture, and the 
percentage of rosette-forming cells 
were severely impaired; hypegamma- 
globulinemia was also observed. Siri- 
navin and Trowbridge’ found absence 
of delayed-hypersensitivity response 
to several skin tests. One of their four 
patients showed a poor response to 
phytohemagglutinin stimulation. 

In the two cases presented no gross 
immunologic abnormalities were 
found. The serum IgG and IgA levels, 
the peripheral lymphocyte population, 


and lymphocyte transformation after 
stimulation with phytohemagglutinin 


were within the normal range. The 
negative skin tests in the propositus 
are in agreement with the findings of 
Scoggins et al and of Sirinavin and 
Trowbridge.? The lowered IgM value 
is in agreement with the cases of 
Steier et al.“ 

In experimental animals, genetic 
susceptibility has been shown to be 
important in determining the fre- 
quency and type of neoplasm for both 
spontaneous tumors and those in- 
duced by chemical carcinogens or 
oncogenic viruses.” In 1966, Todaro et 
al? described a method to determine 
the number of transformed colonies 
produced following inoeulation of hu- 
man fibroblast cultures with SV40, a 
known oncogenic agent. Increased 
susceptibility to transformation with 
SV 40 in cell cultures from patients 
with Fanconi’s anemia and Fanconi's 
heterozygotes has been reported.” 
Thus, patients with Fanconi's anemia 
demonstrate an apparent elose rela- 
tionship between chromosomal abnor- 
malities, inereased susceptibility to 
cellular transformation with encogen- 
ie agents, and an increased risk of 
malignancy. 

Our two patients did not show chro- 
mosomal abnormalities found in Fan- 
coni's anemia, and fibroblasts derived 
from the propositus's skin biopsy 
specimen did not show any increased 
susceptibility to malignant transfor- 
mation by SV 40. Thus, it seems to us 
that DCG with pancytopenia should 
be separated from Fanconi’s anemia 
also on the grounds of a different 
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response to the oncogenic virus SV 
AQ). 


Benjamin Griffel, MD helped to interpret the 
microscopie pathology. Mordechai Falik did the 
photographie work. Gila Haimovie assisted in the 
preparation of the manuscript. Irving Spitz, MD, 
performed the assays of plasma growth hormone 
and serum testosterone. Ruth Sanger, PhD, 
London, determined the X-linked blood groups, 
Xg. Davidia Shoham, PhD, and Sarah Bar-Sela, 
PhD, performed the hematologic and immuno- 
logie workup. 
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Persistent Gynecomastia Resulting From 


Scalp Inunction of Estradiol 


A Model for Persistent Gynecomastia 


J. Lester Gabrilove, MD, Martin Luria, MD 


* Gynecomastia persisted in a man 
who discontinued the inunction of an 
estrogen medication to his scalp. 

(Arch Dermatol 114:1672-1673, 1978) 


hat hormones applied to the skin 

ean be absorbed and create 
systemic effects has long been recog- 
nized, though more by word of mouth 
than by documentation. Gyneco- 
mastia occurring in workers in die- 
thylstilbesterol manufacturing plants 
was described a number of years ago 
and, presumably, is due to a combina- 
tion of ingestion, absorption, and 
inhalation. 

More recently, the development of 
Cushing's syndrome in a subject 
treated dermatologically with triam- 
cinolone cream recalled the previous 
descriptions of the possible systemic 
effects of glucocorticoids applied by 
occlusive dressings.” | 

Plasma estradiol and testosterone 
. levels were measured in a man 
. displaying gynecomastia as the result 
- of estrogen applied to the scalp for the 
- treatment of baldness. This patient 
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presents a model of the male patient 
with gynecomastia whose breast 
swelling fails to recede when the prox- 
imate cause is removed. 


REPORT OF A CASE 


The patient was a 51-year-old man who 
had gynecomastia for one year. He had 
been in good health all his life except for a 
15-year history of frontal headaches of 
unknown cause for whieh he had taken 
various medications and, for the past two 
years, diazepam (Valium) and a mixture of 
butalgital, aspirin, phenacetin, and caf- 
feine (Fiorinal) Eighteen months pre- 
viously, he consulted a dermatologist for 
sealp hair loss, and he was given an exper- 
imental cream to apply to his sealp. The 
evidence would indicate that the cream 
contained estradiol (Medical World News 
17:67 [March 8] 1976) Subsequently, 
increased scalp hair growth occurred. 
However, one year ago he noticed the onset 


of progressive bilateral gynecomastia, 


which was painful and tender but was not 
associated with any discharge from the 
nipples. He noted a sharp decrease in his 
libido and an inability to perform sexually. 
Only rarely did erections or nocturnal 
emissions occur. There had been no change 
in the frequency of shaving, distribution of 
body hair, or in his appearance. He denied 
excessive alcohol intake. 

Physical examination showed a normal- 
appearing man (Figure) with a regular 
pulse of 88 beats per minute and a blood 
pressure of 180/90 mm Hg. The visual 
fields were normal. The thyroid gland was 
not palpable. Bilateral gynecomastia was 
present, greater on the left than on the 





right. There was no galactorrhea. No orga- 
nomegaly was palpable in the abdomen. 
The external genitalia, including the penis, 
were normal. The testes were normal in 
size, although soft and without any palpa- 
ble masses. On rectal examination, a 
normal prostate was palpable. 

Initial laboratory data included a serum 
bilirubin level of 0.2 mg/dl; SGPT value, 12 
mU/ml; SGOT value, 22 mU/ml; total 
protein concentration, 7.0 g/dl; albumin 
value, 41 g/dl; serum thyroxine iodine 
concentration, 5.0 ug/dl; and triiodothyro- 
nine binding ratio, 1.02. The 24-hour urina- - 
ry free cortisol value was 63.5 ug/24 hr. The 
urinary excretion of the neutral 17-keto- 
steroids was 7.0 mg/24 hr. Urinary gonad- 
otrophins were present in a titer of 5 
mouse uterine units (MUU), but absent at 


Gynecomastia following scalp inunction of 
estrogen. 
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EN Plasma Testosterone and Estradiol Levels 


Time Elapsed Since Last 


16 mo 
22 mo 


100 MUU. The values for plasma testoste- 
rone and estradiol are given in the Table. 
The patient was unable to produce any 
semen. An X-ray film of the sella turcica 
showed normal findings. 

The patient stopped using the cream, 
and a month later noted return of his 
libido, erections, and gradually, the return 
of ejaculations. The scalp hair growth 
stopped. The gynecomastia, however, has 
persisted for 22 months since discontinuing 
the cream. There was no change in the 
genitalia. A semen analysis done 15 
months after stopping the use of the cream 
showed normal findings, ie, a sperm count 
of 60 million per milliliter, with 89% ovalo- 
cytes and 5% large and 6% amorphous 
spermatozoa. There was good forward 
motion with 60% active sperm after 1% 
hours. 


COMMENT 


Pubertal gynecomastia is quite 
common and usually recedes com- 
pletely. However, at times it persists 
and may be sufficiently massive to 
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Testosterone 


Estradiol 


(E.), ng/dl T/E, Ratio 


2.9 205.8 





necessitate mammoplasty. Although 
the cause of gynecomastia and, more 
partieularly, pubertal gynecomastia 
has not been elucidated definitively, it 
has been suggested*^ and evidence 
adduced*^ that it results from exces- 
sive estrogen production or an abnor- 
mal  estrogen/androgen  ratio.*^* 
When this is corrected, gynecomastia 
usually, but not invariably, recedes. 
Indeed, failure of recession is ordi- 
narily indicative of persistent tumor 
in patients who have had a feminizing 
adrenocortical or testicular interstitial 
cell tumor removed.*? The reason for 
persistence in some instances of gyne- 
comastia, particularly in the pubertal 
form, has remained unexplained. In 
studies from our laboratory, the 
uniform histogenesis of gynecomas- 
tia, irrespective of cause, has been 
delineated. The earliest stage con- 
sists of ductule proliferation accom- 
panied by a periductal succulent 
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connective tissue cuff. Subsequently, 
the cuff becomes fibrotic, the ductules 
become compressed and choked, and 
the stroma becomes fibrotic and hya- 
linized.° Our studies'" indicate that, 
after eight to ten months, ductal 
epithelial proliferation is greatly de- 
creased and that, after ten months, 
the loose periductal connective tissue 
and ductal proliferation diminish and 
the fibrosis and hyalinization of the 
stroma become increasingly demon- 
strable. The patient described in this 
article had estrogen administered for 
approximately 18 months. 

It would seem likely then that, if the 
estrogenic stimulus is sufficiently 
potent and of sufficient duration, the 
changes in the breast might be irre- 
versible. This patient illustrates the 
failure of regression of the gyneco- 
mastia to occur when he no longer was 
being treated with estrogen and possi- 
bly serves as a model for persistent 
pubertal gynecomastia. 
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Rhinophycomycosis Entomophthorae 





James K. Herstoff, MD; Hendrik Bogaars, MD; Charles J. McDonald, MD 


e Rhinophycomycosis entomophthorae 
is a variant type of subcutaneous phyco- 
mycosis of the face that is caused by 
Entomophthora coronata. The case we 
describe was the first patient reported in 
the world literature, to our knowledge. His 
infection reappeared after an extended 
dormant period. Although his condition 
exhibited an early partial response to 
surgical and medical management, the 
condition became refractory to treat- 
ment. 

(Arch Dermatol 114:1674-1678, 1978) 


Etentje phycomycosis is a 
chronic, progressive, granuloma- 
tous infection of man caused by 
Basidiobolus meristosporus of the 
family Entomophthoraceae. Unlike 
acute, disseminated mucormycosis, 
which is caused by several other 
species of Zygomycetes, and which is 
seen almost exclusively in debilitated 
hosts,"? this disease occurs in persons 
who are otherwise healthy. There are 
no known predisposing factors, and 
the disease may last for months or 
years without notably affecting the 
general condition of the patient. 

The distribution of subcutaneous 
phycomycosis is worldwide, although 
it is seen most frequently in tropical 
and subtropical areas. The first case 
was reported by Joe et al in 1956 from 
Indonesia‘; more than 70 cases have 
now been described from Africa, espe- 
cially Nigeria, and from India, Thai- 
land, Java, Colombia, and Jamai- 
ea. 16 

Martinson and Clark* detailed their 
experience with rhinophycomycosis 
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entomophthorae, a variant type of 
facial involvement in adult males 
caused by Entomophthora coronata. In 
1965, Bras and co-workers reported 
the first occurrence of this disease in a 
child. Their patient's disease was 
thought to be eradicated after surgi- 
cal intervention. Recently, we treated 
this patient. Our experience with this 
disease has prompted this case report 
and review of the literature. 


REPORT OF A CASE 


A 21-year-old man from Grand Cayman 
Island, West Indies, first came to us on 
June 24, 1974 complaining of a firm swell- 
ing of the nose, forehead, and face of five 
months' duration. At age 11 years, he 
stated that he had scraped his nose on a 
tree limb and his nose had become swollen. 
He was examined and treated in Jamaica 
University Hospital, Kingston, where a 
fibrous mass was excised from the left 
maxillary sinus. During a second surgical 
procedure, a portion of the left inferior 
turbinate was removed. Entomophthora 
coronata was cultured from the biopsy 
material. Fungicidal therapy for systemic 
effect was not used. After surgical treat- 
ment, the patient responded well, but a 
small asymptomatic, residual swelling re- 
mained on the bridge of the nose. 

The patient was in good health until five 
months prior to his visit to the dermatology 
clinic, when again he injured his nose. 
Subsequently, progressive swelling of the 
nose, forehead, and contiguous areas of the 
face and upper lip occurred. He was hospi- 
talized again in Jamaica, where a biopsy 
specimen from the facial mass was consist- 
ent with phycomycosis, but the organism 
could not be identified further. He was 
treated initially with potassium iodide 
(SSKI), but this was discontinued in favor 
of amphotericin B due to fear that intra- 
cranial spread might occur. The patient 
suffered an "anaphylactoid-like" reaction 
to amphotericin B and the drug was discon- 
tinued. Flucytosine was administered, but 
the response to this drug was minimal. 

At the time of admission to our hospital, 
the patient complained of intermittent 
bloody nasal discharge, but he denied 
rhinorrhea, nasal obstruction, headaches, 
change in voice, dysphagia, or pain in the 
lesion. Physical examination revealed a 
firm, nontender subcutaneous mass that 
was well demarcated but irregular in 
contour and slightly movable, and that 
involved the glabella, medial aspect of the 


right orbit, the nose, and the adjoining 
right malar region of the face (Fig 1 and 2). 
Subeutaneous nodules were palpated with- 
in the upper lip. The overlying skin was 
normal. Small, nontender nodes were pal- 
pable in the anterior cervical chain. 

Admission laboratory data included the 
following values: hemoglobin, 12.1 g/dl; 
hematocrit, 40%; mean corpuscular volume 
(MCV), 74 cuu; mean corpuscular hemoglo- 
bin (MCH), 22 pg; mean corpuscular hemo- 
globin concentration (MCHC), 30 g/dl; 
WBC, 6,600/cu mm; differential cell count: 
74 polymorphonuclear leukocytes, 20 lym- 
phocytes, 3 monocytes, and 1 eosinophil; 
platelet count, 255,000/cu mm; reticulocyte 
count, 1.1%; ESR, 16 mm/hr (Westergren); 
VDRL test for syphilis, nonreactive; serum 
iron, 73 pwg/dl; BUN, 12 mg/dl; serum 
protein electrophoresis, within normal lim- 
its; automated 12-factor chemical analysis 
profile, within normal limits; three-hour 
glucose tolerance test: fasting blood glu- 
cose level was 87 g/dl; half hour, 130 g/dl; 
one hour, 162 g/dl; two hours, 205 g/dl; and 
three hours, 148 g/dl. 

Roentgenographie examination of the 
chest was normal. Examination of the 
paranasal sinuses revealed soft tissue 
swellings and opacification of the left 
maxillary sinus, and the medial wall and 
floor of the left maxillary sinus were not 
visible. Skin tests using mumps, tuberculin, 
Candida, Blastomyces, Histoplasma, and 
Coccidiomides antigens were negative. An 
excisional biopsy specimen from the fore- 
head was submitted for routine histologic 
examination and culture, as well as for 
electron microscopy. The microscopic ex- 
amination revealed collagenization with 
focal fibroblastic proliferation engulfing, 
in some areas, atrophic striated muscle. 
Within the fibrous scar, neovascularization 
and granulomata that were composed of 
multinucleated foreign body giant cells 
surrounded by epithelioid cells and lympho- 
cytes were seen. Within some granuloma- 
tous areas were tubular structures, 8 to 20 u 
in diameter, that were occasionally septate 
without clear internal structure but with 
PAS-positive and  silver-methenamine- 
positive cell walls. Immediately surround- 
ing many of these structures was a granu- 
lar, deeply eosinophilic material. Some of 
the tubular structures were engulfed by 
giant cells. Electron microscopic examina- 
tion revealed fungal hyphae. The organism 
could not be grown. 

Because of the previous history of 
anaphylaxis with amphotericin B and a 
questionable history of successful treat- 
ment with flucytosine, the latter agent was 
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e . started at a dosage of 500 mg, four times a 


day. Potassium iodide, 1 ml, three times a 
day, was administered concurrently and 
was eventually increased to 2 ml, three 
times a day. There was no response to this 
drug regimen, and it was elected to excise 
the main tumor mass. Mucor species were 
cultured from specimens obtained from the 
margin of the lesion, but further identifi- 
cation was not possible. The patient was 
discharged from the hospital en courses of 
the medications mentioned, in the hope 
that his condition would respond to chemo- 
therapy in addition to surgery. When seen 
in follow-up, there was no further disease 
regression, and in some areas new nodules 
were palpable. 

Based on the report of success with 
trimethoprim-sulfamethoxasole reported 
by Fomufod and Antia, treatment with 
this medication was instituted at a dosage 
of two tablets twice a day. On this drug 
regimen, the nodules started to regress. 
Unfortunately, at this time the patient 
elected to return to Grand Cayman Island, 
and he was lost to immediate follow-up. 
When his supply of medication was 
exhausted, the facial lesions recrudesced, 
and he returned to us for further medical 
care. 

At the time of rehospitalization, the 
mass involved the left side of the patient’s 
face (Fig 3). A portion of the mass was 
excised surgically. We started his previous 
medication regimens again, but there was 
no notable response. Because his disease 
was progressing rapidly, he was desensi- 
tized to amphotericin B, and eventually the 
dosage was increased to a level ef 1 mg/ 
kg/day. We used this agent alone and in 
combination with other drugs, parenterally 
and by local injection, but there was no 
response. 

Faced with failure of traditional drug 
treatment, immunotherapy with pooled 
transfer factor was attempted. In tests of 
the patient’s immunologic status, all skin 
tests were negative. He did not respond to 
croton oil applied topically. Immunoglobu- 
lin levels were normal. T and B cells were 
of normal number and ratio in vitro. The T 
cells responded to phytohemagglutinin but 
did not respond to Candida or to his 
fungus. The nitro blue tetrazolium test was 
normal. The mass did not respond to treat- 
ment. 

We gave the patient a trial course of 
rifampicin, 300 mg per day, and mycephen- 
olie acid with amphotericin B, but these 
medications were ineffective. In considera- 
tion of the marked fibrotic response, it 
seemed possible that the medication was 
not reaching the fungus in adequate 
concentrations despite local injection. We 
were going to incorporate amphotericin B 
into dimethyl sulfoxide and use the solu- 
tion topically as a last resort prier to 
massive surgical exenteration, but the 
patient elected to leave against medical 
advice. He has not returned, and we have 
been unable to contact him. 


COMMENT 


Subcutaneous phycomycosis is a 
disease primarily of childhood and 
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adolescence. In a tabulation of 56 - 


cases, in 1964 Harman et ab found 
only eight cases occurring in persons 
older than 10 years. Eighty percent of 
reported cases are younger than 20 
years, and most series show a male 
predominance of approximately 
8:1,5:7-17 

The causal agent of typical subeuta- 
neous phycomycosis was identified 
initially as B ranarum, but Greer and 
Friedman, using known cultures and 
isolates from clinical material, con- 
cluded that the pathogen is B meris- 
tosporus.*'* According to Clark and 
Greer,?"*' this species is identical to 5 
haptosporus, which is the designated 
name in some case reports. 

The classification of phycomycosis 
has undergone considerable change in 
recent years. A difficulty has been the 
inclusion of many species under the 
general heading of Phycomycetes. 

In the Medical Mycology textbook of 
1977, Emmons et al^' present the new 
classification. However, there is still 
not a complete shift to the new classi- 
fieation, and Emmons et al believe 
that the term “phycomycosis” is still 
of value. The new name for the organ- 
ism of entomophthoromycosis is Con- 
idiobolus coronata, and the disorder 
may be designated entomophthoro- 
mycosis conidiobolae. In our report, 
we have continued with the old classifi- 
cation, because it is more widely 
known, it has been used in previous 
reports of this disease, and it 
conforms with recent usage in the 
ARCHIVES." Entomophthora coronata 
causes rhinophycomycosis entomoph- 
thorae. Both Basidiobolus and Ento- 
mophthora species occur naturally in 
soil and decaying vegetation. Basidio- 
bolus sp has been isolated from the 
intestinal tracts and feces of lizards, 
frogs, toads, geckos, and chame- 
leons”? Levisohn?^ stated that the 
animals become infected by insects 
harboring the organisms, which feed 
on their excreta. 


Mode of Infection 


The mode of infection is not known. 
It has been postulated that the organ- 
ism is introduced into the skin by 
trauma? or by insect bite,” but in 
most cases, corroborative history can- 
not be obtained.'^ Were trauma the 
initiating factor, one would expect the 
majority of lesions to be located on the 
extremities; yet these exposed areas 
are seldom involved. Harman et al,’ in 
reviewing a series of cases in Nigeri- 
an children, suggested direct inocula- 
tion of spores into the skin from feces 
on the ground, noting that these chil- 
dren often sit with bare buttocks on 
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earthen floors of their dwellings. 
Animal inoculation experiments have 
been unsuccessful in reproducing the 
disease." 

There is no site of predilection, 
although in a series of 31 cases in 
Uganda, two thirds of the lesions were 
on the buttocks or legs." This may 
relate to the environmental conditions 
discussed by Harman et al. With the 
exception of a case in which there was 
simultaneous appearance of nodules 
on the right thigh, left buttock, and 
scrotum, the lesions are solitary, 
though they can extend to involve 
large areas of the torso. 


Clinical Appearance 


The clinical appearance is fairly 
typical regardless of site of involve- 
ment. The disease begins as a small, 
painless, nontender subcutaneous 
nodule, which enlarges peripherally. 
The nodule is usually movable over 
deeper tissues and may be lifted from 
them, particularly at the edges. In 
contrast, the overlying skin may be 
bound down to the nodule. The lesion 
itself is of a firm, rubbery consistency 
and may feel nodular. Scattered, soft 
areas may be present, and satellite 
lesions may occur. The border is irreg- 
ular but smooth, and it is sharply 
demarcated from the surrounding 
uninvolved tissues. The skin overlying 
the lesion is, in most cases, normal but 
may be indurated, hyperpigmented, 
or bluish-red. Pruritus, sealing, and 
superficial excoriations have been 
described.* Although rapid growth 
may be a feature, the granuloma 
usually enlarges slowly during several 
months, and it may regress in some 
areas. Regional lymphadenopathy is 
rare in the absence of secondary infec- 
tion, and constitutional symptoms are 
notoriously absent. Occasional fever 
has been attributed to secondary 
infectious processes. Laboratory stud- 
ies are generally within normal limits, 
although elevated ESRs and blood 
eosinophilia have been reported. 
These abnormal values, however, were 
related to concomitant parasitic infes- 
tation in the patient in which the 
disorder was reported.^ 

The clinieal picture of an extensive, 
slowly enlarging, painless firm swell- 
ing in a healthy host suggests the 
diagnosis of subcutaneous phycomyco- 
sis. Considerations in differential 
diagnosis include bacterial cellulitis, 
mycetoma, sarcoma, lymphosarcoma, 
and lymphogranuloma venereum. 
Biopsy specimens from the advancing 
edge for microscopic examination and 
culture confirm the diagnosis and 
establish the causative organism. 
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Fig 1.—Frontal view. Mass in- 
volves forehead and deforms 
nose and right side of face. 






Fig 4.—Excised tissue showing granu- 


Fig 2.—Firm swellin 
laterally on face and invades 
upper lip. Overlying skin is 
erythematous and firm. 


g extends Fig 3.—Facial features are 
grossly distorted. Mass has 
recurred in forehead, left eye is 
closed by pressure of advanc- 
ing tumor margin. 
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Fig 5.—Mixed cellular inflammatory tissue 





lomatous inflammation. Widely separated 
cross-sectioned hyphae appear as round 
clear spaces surrounded by bright eosino- 
philic zone of granular material. Foreign 
body giant cells surround some of fungal 


reaction containing many eosinophilic 
granulocytes. Foreign body giant cells 
surround cross-sectioned hyphae (hema- 
toxylin-eosin, original magnification x 30). 


elements — (hematoxylin-eosin, 


magnification x 12.5). 





* 


Fig 6.—Broad, hyphal fragment appearing 
as hollow tube with no evidence of branch- 
ing or septation. Characteristic bright 
eosinophilic zone of granular material 
surrounds fungus. Numerous eosinophilic 
granulocytes are present in cellular exu- 
date (hematoxylin-eosin, original magnifi- 
cation x 50). 
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Fig 7.—Perihyphal zone consisting of cell 
debris and fibrin-like material. Degenera- 
tive cell organelles and granules of eosin- 
ophils are recognizable. Part of fungal cell 
wall and cytoplasm is present in lower 
right corner (original magnification 
x 2,800). 
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Histology 

On biopsy, the tissue appears whit- 
ish and gritty; tiny foci of a yellowish, 
pasty exudate may be seen on 
compression of the specimen.” A 
granulomatous infiltrate (Fig 4) per- 
meates the deep dermis and may 
replace portions of the subcutaneous 
fat. Eosinophils and lipocytes occur 
through the collagenous matrix. Thin- 
walled hyphae appear singly and 
randomly through the tissue but are 
most numerous at the advancing bor- 
ders of the tumor. There are surpris- 
ingly few organisms in a biopsy speci- 
men; thus, proper selection of biopsy 
site is essential for diagnosis. In 
involvement of the facial area, the 
fungi have been observed advancing 
between muscle bundles." The hy- 
phae, which may be encased by a 
granular eosinophilic debris, vary 
from 5 to 22 u in diameter but gener- 
ally average 8 to 12 u. Branching is 
uncommon and septation is rare. The 
hyphae appear empty due to fixation 
artifact. The hyphae are PAS-posi- 
tive, and they stain red-violet with 
Gridley’s stain and black with Gomo- 
ri’s silver methenamine. Joe and Eng” 
believe that these stains add little to 
routine hematoxylin-eosin for detect- 
ing the fungi. 

The granulomatous infiltrate con- 
sists of eosinophils, histiocytes, and 
multinucleate foreign body giant cells 
(Fig 5). Scattered microabscesses that 
contain polymorphonuclear leukocytes 
and eosinophils occur, and necrotic 
areas surrounded by palisading histio- 
cytes and occasional fibroblasts may 
be observed. A pseudotuberculoid ap- 
pearance is produced. Fibroblastic 
proliferation is most prominent at the 
inactive, resolving areas, where hy- 
phae are found infrequently. Hoo et 
al’ studied several cases, with serial 
biopsy specimens taken during the 
healing phase. The earliest change is 
the disappearance of the eosinophilic 
necrosis and the hyphae. Tuberculoid 
structures remain as fibroblastic pro- 
liferation increases. In a two-month 
period, the tuberculoid structure dis- 
appears. Following clinical recovery, a 
mononuclear infiltrate containing 
many eosinophils may remain. 

The histologic hallmark of subcuta- 
neous phycomycosis that is caused by 
either Basidiobolus or Entomophthora 
species is the unique smudgy band of 
eosinophilic necrosis, which surrounds 
the hyphae. This has been named the 
"Splendore-Hoeppli" phenomenon 
(Fig 6),?° after two early workers in 
this field. This finding has been 
observed since the first reports by Joe 
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et al. The layer varies from 3 to 15 p in 
width and was attributed to the action 
of toxie metabolie products of the 
fungi. Hyphae that do not demon- 
strate this halo of necrosis are often 
swollen or fragmented and may be 
dead or degenerating. They are seen 
frequently within foreign body giant 
cells or in microabscesses. Studies by 
Williams?" showed that the Splendore- 
Hoeppli phenomenon is an immuno- 
globulin precipitate. Histochemical 
analysis revealed its composition to be 
acid, neutral, and phospholipids, lipo- 
fuscin, and PAS-positive, diastase- 
resistant material. Ultrastructural 
studies? have shown the presence of 
Charcot-Leyden crystals, eosinophilic 
granules, collagen, and degenerating 
cellular organelles. Granular, amor- 
phous material was seen and consid- 
ered to be antigen-antibody com- 
plexes deposited extracellularly, simi- 
lar to that seen in Arthus reactions. 

Eosinophilic precipitates have been 
described surrounding schistosome 
ova and are similar to the asteroid or 
radiate bodies in sporotrichosis, acti- 
nomycosis, aspergillosis coccidioido- 
mycosis, and chromoblastomycosis. 
Similar precipitates have been ob- 
served around mierofilariae? and in 
systemic candidosis." Although the 
precipitates are morphologically simi- 
lar, they differ on ultrastructural 
examination.” 

A precipitate has been described in 
disseminated mucormycosis, although 
it is extremely uncommon in this 
disorder, and the presence of the 
Splendore-Hoeppli phenomenon is 
used as a major differentiation be- 
tween mucormycosis, rhinophycomy- 
cosis, and subcutaneous phycomycosis 
on the one hand, and mucormycosis, 
which is seen in debilitated hosts such 
as persons with diabetes or malignant 
disease." The absence of the precipi- 
tate or only a faint response may be 
related to an inability to mount a 
normal immune response. "°"? 

In most cases of infection of the 
trunk and extremities, Basidiobolus 
sp has been identified. When the face 
is involved, however, the clinical char- 
acteristics and causative organism 
may differ; therefore, separate con- 
sideration is warranted. 


Phycomycosis of the Face 


In 1967, Martinson and Clark’ 
reported 11 cases of phycomycosis of 
the face. In contrast with the cases 
discussed previously, these patients 
were all adults between the ages of 20 
and 40 years; the male-female ratio 
was 10:1. All patients were in general- 
ly good health. Initial symptoms were 


progressive nasal obstruction and fa- 
cial swelling, with occasional nasal 
discharge that diminished as the nasal 
obstruction increased. In all cases, 
there was involvement of the inferior 
turbinate. The tumor was immovable 
over deeper structures and exhibited 
limited spread over the malar regions, 
upper lip, and forehead. Submucosal 
pharyngeal involvement occasionally 
produced dysphagia or laryngeal ob- 
struction. Although the paranasal and 
ethmoidal sinuses were involved, no 
extension into the CNS occurred. Skin 
overlying the lesion was freely mova- 
ble, and satellite nodules were found 
in some instances. Biopsy specimens 
of the lesions showed the characteris- 
tic histologic appearance of subcuta- 
neous phycomycosis, and culture iden- 
tified E coronata as the infecting 
organism. This fungus had been found 
previously to be pathogenic in mam- 
mals only in granulomatous lesions of 
the lips and in the nose of horses." 
The patients of Martinson and Clark 
were treated with surgical excision 
and systemic potassium iodide. Of 11 
reported cases, eight patients’ condi- 
tions improved, two patients were 
cured in a 24-year period, and one 
patient's condition deteriorated. Re- 
sponse was seen within several weeks, 
and resistance to potassium iodide 
developed in one patient. 

The authors separated this entity, 
termed “rhinophycomycosis ento- 
mophthorae" from subcutaneous phy- 
comycosis of the face on the basis of 
several features: limited spread across 
the face, constant involvement of the 
nasal passages, immobility in deeper 
structures, and mobility of the skin 
overlying the lesion. They suggested 
that infection occurs by inhalation of 
spores or direct implantation through 
a wound. In his review in 1970, Baker' 
emphasized the male and adult pre- 
dominance, ie, 80% of 26 cases of “rhi- 
noentomophthoromycosis.” Tunnell et 
al'* theorized that adult mucous mem- 
branes may be more susceptible to 
infection than the subcutaneous tis- 
sues. 

Our patient has typical rhinophyco- 
mycosis entomophthorae. The unusual 
aspects of this case are the initial 
childhood occurrence of the disease 
and its recrudescence after an ex- 
tended dormant period. Of historical 
interest, his was the first case, to our 
knowledge, reported in the world 
literature, although Martinson and 
Clark referred to a case from the 
Congo in 1963.° Routine histological 
examination of the tissue is consistent 
with this diagnosis; the Splendore- 
Hoeppli phenomenon is unmistakable 
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(Fig 6). Hyphae and the granuloma- 
tous reaction are demonstrated clearly 
in the electron micrographs (Fig 7). To 
postulate a second infection with this 
organism seems unlikely; we believe 
that it remained walled off in the area 
of residual swelling and that its 
exacerbation may have been precipi- 
tated by trauma. Of course, the injury 
may be entirely unrelated. 


Benign Course 


The course of subcutaneous phyco- 
mycosis is usually benign. Sponta- 
neous regression has been re- 
ported,’-*** but it is unusual. In most 
cases, the patients live with their 
disease unless they receive treatment. 
Some deaths have been recorded. 
Edington" found typical dissemi- 
nated granulomatous involvement of 
the pelvis and abdomen on autopsy of 
a 6-year-old Nigerian boy who had 
swelling of the penis and scrotum of 
one year’s duration. This patient’s 
disease was unresponsive to iodides, 
and he died apparently from impaired 
gastrointestinal and renal function. 
King and Dunphy“ treated a 31-year- 
old boy from Texas who had facial 
swelling, proptosis of the right eye, 
and nasal discharge. Biopsy of tissue 
from the right maxillary antrum 
revealed nonseptate hyphae. This 
child followed a rapidly downhill 
course despite intravenous amphoteri- 
cin B and flucytosine. At autopsy, the 
head and neck were involved from the 
cavernous sinus through the naso- 
pharynx, larynx, trachea, and esopha- 
gus. Although the organism could not 
be cultured, the histology was similar 
to that reported with cases of E coron- 
ata infection. 


Treatment 


Treatment modalities include surgi- 
cal excision and oral medications. 
Potassium iodide is the drug of 
choice." Dosages of 2 to 8 g daily are 
continued for periods of from four 
weeks to one year or more. Generally, 
a response is evident within nine days 
to two weeks, although a month may 
elapse before regression occurs. Possi- 
ble resistance to potassium has been 
reported, and in such cases, ampho- 
tericin B has been used successfully. 
Nystatin, penicillin, streptomycin sul- 
fate, isoniazid, tetracycline, and gris- 
eofulvin are without benefit.’ 

Rhinophycomyeosis is less respon- 
sive to any form of treatment than 
subeutaneous phycomycosis of the 
trunk, and E coronata is less 
responsive than Basidiobolus sp to 
potassium iodide." 

The response to deep mycosis is 
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primarily through cell-mediated 
mechanisms. On this basis, we elected 
to try immunotherapy when conven- 
tional modalities of treatment proved 
ineffective. In our tests of the 
patient’s immune status, there was no 
response to croton oil, suggesting a 
deficit in mounting an initial inflam- 
matory response. We did not expect 
that transfer factor would be helpful 
for this basic defect, but we believed 
that it would be useful possibly in 
giving a general boost to the patient’s 
immunological system. To obtain spe- 
cific transfer factor for this organism 
is obviously difficult, and we tried the 
pooled material. Attempts to obtain 
serum from relatives in whom specific 
transfer factor might have developed 
through close contact with the patient 
were not successful. We considered 
the possibility of using equine sources, 
but logistics made this impractical. 

The use of dimethyl sulfoxide as a 
vehicle for the amphotericin B seemed 
to be a reasonable mode of treatment 
to achieve adequate tissue penetra- 
tion, but the patient left our care 
against our advice. 


This investigation was supported in part by 
National Institutes of Health grant CA13943. 

Lynn Spitler, MD, provided pooled material for 
specific transfer factor treatment. 


Nonproprietary Names 
and Trademarks of Drugs 


Amphotericin B—Fungizone. 

Dimethyl sulfoxide—Demasorb, Demeso, 
Dromisol. 

Mycophenolic acid —Melbez. 

Rifampin—Rifadin, Rimactane. 
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Mucha-Habermann's Disease in Children 


Treatment With Erythromycin 


Joel S. Shavin, MD; Terry M. Jones, MD; James K. Aton, MD; 
Donald C. Abele, MD; J. Graham Smith, Jr, MD 


e Safe therapeutic measures for Mu- 
cha-Habermann's disease in children are 
lacking. Three patients with the disease 
were treated with erythromycin for sys- 
temic effect. Although the series is small 
and uncontrolled, this approach seemed 
effective. An anti-inflammatory mecha- 
nism related to inhibition of chemotaxis is 
speculated. 

(Arch Dermatol 114:1679-1680, 1978) 


TU] 6o Habent. disease’ (pit- 
yriasis liehenoides et varioli- 
formis acuta; PLEVA) is an uncom- 
mon papulovesicular skin disorder of 
unknown origin. The usual mode of 
onset is insidious, with few symptoms 
other than mild itching or low-grade 
fever. The eruption is polymorphic 
and characteristically occurs in crops. 
Erythematous papules may evolve 
into vesicles, which sometimes become 
hemorrhagic or necrotic ulcers. The 
sites of predilection are the trunk, 
thighs, and upper arms. The disease 
may last from weeks to years, with 
varying periods of exacerbation and 
remission. Postinflammatory hypo- 
pigmentation is not uncommon. 

Most cases of Mucha-Habermann's 
disease occur during the first three 
decades of life. In one review of 128 
cases, 20% of the patients were less 
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than 10 years old.” Although various 


therapeutic regimens have been pro- 


posed, the growing child requires 
special consideration. We wish to 
report our experience in treating 
PLEVA, in three pediatric patients, 
using oral erythromycin. 


REPORT OF CASES 


Case 1.—A 4'-year-old girl was seen in 
February of 1977 with a three-year history 
of a chronic skin problem. Examination 
revealed extensive lesions, predominantly 
on the trunk, with lesser involvement of 
the face and extremities. Primary lesions 
were papules, and secondary changes 
included hemorrhagic crusts and wide- 
spread hypopigmented macules. 

A biopsy specimen from an erythema- 
tous papule showed edema and a lichenoid 
infiltrate at the dermal-epidermal inter- 
face with exocytosis, keratinocytie necro- 
sis, and mild extravasation of RBCs in the 
dermis and epidermis. The diagnosis was 
Mucha-Habermann's disease. 

Therapy was initiated with oral erythro- 
mycin for systemic effect at 40 mg/kg/ 
day; and within two weeks, improvement 
was noted. No topical treatment was used. 
One-month follow-up revealed no active 
lesions. The medication was discontinued, 
and instructions were given to have the 
child return if the eruption recurred. The 
patient was seen ten months later with a 
clinieal relapse, which had begun four 
months earlier. Erythromycin was reinsti- 
tuted at the same dosage and was given for 
four weeks, at which time clearing was 
evident. 

CASE 2.—A skin rash developed in a 12- 
year-old boy initially in August 1977. The 
boy was seen by a local physician who 
suspected scabies and instituted topical 
treatment with gamma benzene hexachlo- 
ride without improvement. Owing to the 
persistence of the lesions, the patient was 
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referred to our dermatology clinie in 
September 1977. 

Examination revealed an eruption, dis- 
tributed primarily over the trunk and the 
proximal extremities, that consisted of 
erythematous papules, some with vesicula- 
tion and crust formation. The only 
complaint was mild pruritus. The impres- 
sion at that time was arthropod bites, but 
no improvement was noted after two 
weeks of topical steroid therapy. On a 
follow-up visit one month later, no change 
was noted, and a biopsy specimen from an 
erythematous papule revealed a marked 
mononuclear cell infiltrate in the dermis 
with exocytosis, focal necrosis of keratino- 
cytes, and RBC diapedesis. These changes 
were compatible with Mucha-Habermann’s 
disease. 

In view of our previous therapeutic expe- 
rience in case 1, the patient was given a 
two-week course of erythromycin (1 g/ 
day). He returned in one month with 
complete clearing of the lesions. Two 
weeks later, several new pruritic papules 
were noted; and a ten-day course of 
erythromycin was reinstituted, which 
again resulted in clearing. At this writing, 
the patient has remained free of lesions 
without medication for four months. 

CASE 3.—An 11-year-old boy came to our 
clinic in November 1977 with a chief 
complaint of "chicken pox" of six months' 
duration. Previous therapy had consisted 
of oral antihistamines and 1% hydrocorti- 
sone cream, which yielded no improve- 
ment. 

Examination revealed a widespread 
eruption involving the upper legs and 
lower trunk. There were vesicles and 
erythematous scaling papules, some with a 
hemorrhagic component. The impression 
was Mucha-Habermann's disease. The 
biopsy specimen confirmed this diagnosis, 
showing a mononuclear cell infiltrate with 
epidermal invasion of RBCs and areas of 
keratinocytic necrosis. 
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Erythromycin for systemic effect 
(1 g/day) was given, and there was rapid 
clearing of most of the lesions in two days. 
At that time, to evaluate specificity fur- 
ther, erythromycin was discontinued. Ten 
days later, a marked flaring of the lesions 
was noted. With reinstitution of a ten-day 
course of erythromycin, complete resolu- 
tion of the lesions occurred. At this writ- 
ing, the patient has remained clear of the 
disorder and off medication for three 
months. 


COMMENT 


Brocq* classified parapsoriasis into 
various morphologic types, including 
lichenoid, guttate, and plaque forms; 
all of these forms were thought to be 
premalignant. Civatte' recognized 
that the guttate type was benign and 
removed it from the parapsoriasis 
group—a concept that has gained 
general acceptance. 

Pityriasis lichenoides is recognized 
as a condition distinct from parapso- 
riasis® that may be further subdivided 
into acute and chronic types.* The 
terms "acute" and "chronic" refer to 
the morphologic appearance of indi- 
vidual lesions rather than to the 
course of the disease. For example, 
PLEVA may last for many years. 
Acute lesions are characterized by 
papules and vesicles that are erythe- 
matous and scaly and have an 
increased tendency toward hemor- 
rhage and ulceration. The chronic 
lesions are brownish papules or 
plaques with fine scales. Both forms 
may occur in an individual patient. 
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The acute lesions predominate in - 


Mucha-Habermann’s disease. 

Histologically, PLEVA is character- 
ized by vascular changes with extra- 
vasation of RBCs and a notable mono- 
nuclear perivascular infiltrate. The 
epidermis shows focal necrosis with 
some trapping of RBCs and exocytosis 
of lymphohistiocytic inflammatory 
cells Although small-vessel involve- 
ment is common, Marks et al’? found 
no evidence of a vasculitis of primary 
importance in the pathogenesis of the 
disease. Whether this is the case, the 
origin remains obscure. 

Evaluation of therapeutic modali- 
ties in diseases with spontaneous fluc- 
tuations is diffieult. Verallo and 
Haserick* described a patient whose 
condition was treated with intramus- 
cular penicillin, with eventual clear- 
ing; however, the patient had shown 
signs of resolution before such thera- 
py was begun. High-dose tetracycline 
(2 g/day) was tried by Shelley and 
Griffith’ in the case of a 13-year-old 
girl; the drug controlled her disease, 
although treatment was required for a 
year. Methotrexate was used in five 
cases by Cornelison et al, in 1972; like 
tetracycline, this medication seemed 
to suppress the appearance of new 
lesions, but flaring was common on 
cessation. Other regimens that have 
been tried include prednisone, mech- 
lorethamine hydrochloride, x-ray ther- 
apy, chloroquine, streptomycin, and 
elimination of foci of infection.’ 

The aforementioned modalities 
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may not be appropriate for pediatric: * ' 


patients. Even though tetracycline 
has been reported to be effective,’ it is 
contraindicated in children due to its 
adverse effects on dentition." Ery- 
thromycin was chosen as an alternate 
treatment in case 1 and, in view of the 
improvement of that patient, was 
used in the two subsequent cases. 

Although erythromycin is used pri- 
marily as an antibiotic, we do not feel 
that this mechanism explains its 
effectiveness in our patients. Recent 
studies have shown that erythromycin 
and tetracycline have inhibitory ef- 
fects on neutrophil chemotaxis, both 
in vivo"? and in vitro." Penicillin has 
not been shown to have such activity. 
As noted, the inflammatory infiltrate 
in PLEVA is characterized by mono- 
nuclear cells. Although we are una- 
ware of reports showing inhibition of 
monocyte chemotaxis by antibiotics, 
we speculate that such a mechanism 
might explain the improvement seen 
in the conditions of these children. 

Recognizing the small and uncon- 
trolled nature of these observations, it 
is our opinion that erythromycin for 
systemic effect should be considered a 
safe and possibly efficacious therapy 
of Mucha-Habermann's disease in 
children. With the availability of more 
cases, a controlled study would be 
warranted. 
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Malignant Neoplasms of the 


Paranasal Sinuses Involving the Skin 


Donald T. King, MD; Robert W. Cihak, MD; Paul K. Luther, MD; Arnold W. Gurevitch, MD; Frank M. Hirose, MD 


e Malignant neoplasms of the mucosa 
and minor salivary glands of the parana- 
sal sinuses may involve the skin by direct 
extension. When a tumor appears on the 
overlying skin, these sinuses should be 
considered as a possible site of origin. 

Adenoid cystic carcinoma of the para- 
nasal sinuses arise from minor salivary 
glands. They can infiltrate overlying skin 
and easily be confused with a primary 
cutaneous adenoid cystic carcinoma. 

Malignant melanomas of the paranasal 
sinuses are clinically very aggressive. 
They are often amelanotic, and this may 
lead to an incorrect histopathologic diag- 
nosis. Hence, physical and radiological 
examination of the nose, mouth, and para- 
nasal sinuses should be performed when- 
ever a tumor appears in the overlying skin 
that does not have a clear cutaneous 
origin or whenever the primary site of a 
metastatic malignant melanoma is un- 
known. 

(Arch Dermatol 114:1681-1683, 1978) 


TN opens of the paranasal sinuses 
are relatively uncommon, repre- 
senting only 0.3% of the cancers occur- 
ring in the Western World.' Because 
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of their inaccessible location and the 
similarity of early symptoms to 
chronic sinusitis, these malignant 
neoplasms are often not diagnosed 
until the tumor is far advanced. They 
easily spread from one sinus to anoth- 
er, and erode through bone to involve 
the adjacent orbit, brain, and skin. 
These characteristics often make 
eradication difficult and the prognosis 
extremely poor. Nevertheless, success- 
ful management may be possible with 
early diagnosis. To accomplish this, 
physicians must have a high index of 
suspicion when dealing with symp- 
toms referable to the sinuses. Like- 
wise, when tumors appear on the skin 
overlying the paranasal sinuses, these 
sinuses should be considered as a 
possible site of origin. Since histologi- 
cally similar malignant tumors may 
arise in the skin and paranasal 
sinuses, a malignant neoplasm of the 
paranasal sinuses that involves the 
skin could easily be misinterpreted as 
a primary cutaneous neoplasm. Hence, 
appropriate roentgenographic exami- 
nation of the paranasal sinuses is 
essential before instituting therapy 
for tumors on the face that do not 
clearly arise from the epidermis. 

We report two instances in which a 
neoplasm of the paranasal sinuses 
involved the skin, one by direct exten- 
sion and the other by distant metas- 
tases. These examples underscore the 
need for both the clinician and the 
histopathologist to consider the para- 
nasal sinuses when searching for the 
origin of metastases to the skin from 


an unknown primary tumor. This is 
most pertinent when the skin overly- 
ing the paranasal sinuses is involved. 


REPORT OF CASES 


Case 1.—A 77-year-old woman was first 
admitted to Harbor General Hospital in 
June 1976, with dyspnea, bilateral chest 
pain, and a 13.5-kg weight loss over a 
three-month period. The patient was 
eachectic, irritable, and disoriented, with 
two large fungating masses on the fore- 
head. The larger lesion, on the upper part 
of the forehead, had a diameter of 8 em and 
was crusted, necrotic, and fetid. The 
second, smaller lesion in the glabellar 
region measured 3 x 3 x 5 em, and resem- 
bled the horn of a unicorn (Fig 1). Accord- 
ing to her husband, these had first 
appeared two years earlier. A chest roent- 
genogram showed numerous mass lesions 
in the lungs. 

The patient was treated with supportive 
care and antibioties. On the third hospital 
day, she complained of acute shortness of 
breath. This soon resolved, but a short time 
later she died. 


Fig 1.—Two masses on forehead (arrows) 
photographed at autopsy. 
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Fig 2.—Adenoid cystic carcinoma of para- 
nasal sinuses infiltrating skin (mucicar- 
mine, original magnification x 80). 


At postmortem examination, an adenoid 
cystic carcinoma was found to arise in the 
right frontal and ethmoid sinuses and to 
extend outward through the calvarium 
producing the prominent skin lesions. The 
tumor also infiltrated intracranially and 
invaded the dura mater and superior sagit- 
tal sinus, providing an avenue for wide- 
spread hematogenous metastases to the 
lungs, pericardium, pleura, diaphragm, 
ribs, vertebrae, liver, and lesser omentum. 
The cerebral cortex was compressed, but 
not infiltrated, by the tumor mass. A large 
thrombotic embolus blocked the main 
pulmonary artery. 

Sections of the smaller skin lesion 
showed strands and columns of the tumor 
epithelium extending into the papillary 
dermis (Fig 2). The cells were arranged in a 
cribriform or reticular pattern, with 
numerous round and sometimes cystic 
spaces. These spaces contained pale amor- 
phous carminophilic secretions. The tumor 
cells were of medium size with large, poly- 
gonal nuclei and scanty cytoplasm. Nucleoli 
and mitoses were not prominent. The 
islands of tumor tissue were surrounded by 
dense fibrous stroma. The overlying epi- 
dermis was intact and unremarkable. 

Case 2.—An 81-year-old man was first 
admitted to Harbor General Hospital in 
February 1968, with a three- to five-week 
history of proptosis and loss of vision in the 
left eye, accompanied by left nasal obstruc- 
tion. On physical examination of the nose, 
the left turbinates were found to be 
displaced medially and covered with friable 
tissue. Roentgenograms demonstrated 
opacification of the left maxillary sinus 
with bone destruction in the walls of the 
left orbit and the left maxillary sinus. At 
surgery, a 5 X 5-cm mass was present in 
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Fig 3.—Mucosa of maxillary sinus lined by 
ciliated columnar cells and infiltrated by 
amelanotic malignant melanoma (hema- 
toxylin-eosin, original magnification 


x 400). 
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Fig 4.—Malignant melanoma of paranasal 
sinuses metastatic to skin and subcuta- 
neous tissue (hematoxylin-eosin, original 
magnification x 40). 






Fig 5.—Malignant melanoma metastatic to skin shows melanin granules (arrows) 
(hematoxylin-eosin, original magnification x 700). 


the left maxillary sinus attached to the 
entire medial wall and completely eroding 
the orbital floor except for the orbital rim. 
A small tongue of tumor herniated through 
a defect in the lateral nasal wall. A subtotal 
excision of the neoplasm was performed 
without complications. Microscopically, the 
neoplasm was diagnosed as undifferen- 
tiated carcinoma. 

Postoperatively, the patient was treated 
with radiation therapy to the left maxillary 
sinus region, receiving a total of 7,000 rads. 


In July 1968, a left palatal fenestration was 
performed, and a biopsy showed only 
chronic inflammation with no evidence of 
malignancy. Two months later, however, 
the patient developed metastases to the 
left cervical lymph nodes, although the 
primary neoplasm was controlled by the 
above-stated therapy. Further radiation 
therapy was administered to the left side 
of the neck. 

In January 1969, numerous cutaneous 
and subcutaneous nodules appeared. Sev- 
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ə „eral of these were removed and found 


macroscopically to have a pale gray discol- 
oration. Microscopic examination showed 
malignant melanoma with abundant mel- 
anin within the tumor cells. The patient’s 
condition deteriorated with the appearance 
of pulmonary metastases, and he died in 
July 1969. An autopsy was not performed. 

Sections of the initial biopsy specimens 
from the maxillary sinus (Fig 3) showed a 
tumor composed of dense sheets of closely 
packed cells separated by occasional fibro- 
vascular septa. The individual cells showed 
moderate to severe nuclear pleomorphism 
with variation in nuclear size and shape. 
Nucleoli were prominent and one to four 
mitotic figures were seen per high power 
field. A salient feature of this tumor was 
the apparent lack of pigment on hematox- 
ylin-eosin sections. Approximately one 
year after the initial operation, when the 
melanotie metastases became evident, 
Fontana silver stain was performed on the 
original biopsy specimens. Rare tumor cells 
contained silver-positive cytoplasmic gran- 
ules indicative of melanin. Iron stains were 
negative. 

Sections from the cutaneous and subcu- 
taneous metastases (Fig 4) were histologi- 
cally similar to the original biopsy 
material, except that areas of abundant 
cytoplasmic brown pigment were evident 
on hematoxylin-eosin stain (Fig 5). This 
material also stained positive for melanin 
with Fontana silver. 


COMMENT 


Adenoid cystic carcinoma primarily 
arises in the salivary glands but also 
occurs in the lacrimal gland, breast,’ 
bronchus, uterine cervix, vulva,’ ex- 
ternal auditory canal; and skin.” It 
develops with relatively greater fre- 
quency in the minor salivary glands of 
the oral cavity, paranasal sinuses, 
upper respiratory tract, and esopha- 
gus, than in the major salivary 
glands." 

This malignant neoplasm usually 
presents itself as a slowly growing 
mass that infiltrates adjacent tissues 
and rarely may ulcerate through over- 
lying skin." Pain is a very frequent 
and prominent feature because the 
tumor has a distinct tendency to 
invade perineural spaces. This peri- 
neural extension and lack of true 
encapsulation of the tumor mass make 
complete excision difficult and con- 
tributes to the high frequency of 
recurrences. 
often protracted and, in general, the 
prognosis is poor. Metastases may 
occur late and usually involve regional 
nodes, lungs, skeleton, and brain. 
Cutaneous metastases are infre- 
quent.'* 

Adenoid cystie carcinoma arising 
from salivary gland histologically may 
resemble a variety of primary skin 
neoplasms. Unfortunately, the term 
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The clinical course is: 


"adenocystie" has been applied, inap- 
propriately, to the mucinous carcino- 
ma of cutaneous sweat glands, a 
tumor with a considerably different 
histopathologie pattern. However, 
sweat gland carcinomas rarely may 
have the typical histopathological fea- 
tures associated with true adenoid 
cystic carcinoma of the salivary gland 
type. It is possible that this variant of 
sweat gland carcinoma actually may 
originate from ectopie salivary gland 
tissue, especially in those tumors on 
the head or neck region.? Another 
eutaneous tumor that may appear 
similar to the adenoid cystic carcino- 
ma is the adenomatoid variety of 
basal cell carcinoma.’ Origination 
from the overlying epidermis would 
allow correct identification of this 
entity. Dermal eccrine cylindromas, 
which are characterized by numerous 
irregularly shaped islands of epithelial 
cells surrounded by hyaline sheaths, 
must also be differentiated from 
adenoid cystic carcinoma." 

Malignant melanomas arising in 
mucous membranes of the head and 
neck have a poorer prognosis than 
those of any other anatomic location.” 
Fortunately, they are quite uncom- 
mon, since less than 2% of all melano- 
mas arise in the oral cavity and upper 
respiratory tract.'^ Malignant melano- 
mas of the paranasal sinuses are 
distinctly infrequent, approximately 
200 cases having been recorded in the 
literature." Melanomas of the mucous 
membranes of the head and neck 
generally develop later in life than 
cutaneous lesions, with most patients 
being between 50 and 70 years of 
age." Histologically, these melanomas 
appear distinctly aggressive, exhibit- 
ing more pleomorphism and mitotic 
figures than their cutaneous counter- 
parts.* Approximately one half of 
these lesions are amelanotic.^ It is 
interesting that metastases from a 
primary amelanotie melanoma may 
show pigmentation.'" In case 2, even 
the initial metastases to the neck were 
not sufficiently characteristic to indi- 
cate melanoma. Indeed, almost a full 
year passed before subcutaneous me- 
tastases appeared with readily dis- 
cernible melanin pigment. 

Malignant melanomas may some- 
times metastasize to skin without an 
obvious primary source and thereby 
pose a substantial problem. Pack et 
al? found 32 cases (2.6% of the entire 
series) of metastatic melanoma in 
which the primary site was unknown. 
From autopsy material at the Armed 
Forces Institute of Pathology, Brown- 
stein and Helwig’ reported that, 
among the patients dying with meta- 
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statie malignant melanoma, the pri- 
mary tumor was not found in almost 
20% of the cases. Since physical and 
roentgenological examinations of the 
nose, mouth, and paranasal sinuses 
often are not routinely performed, it 
should be stressed that these areas 
must be carefully investigated when- 
ever the primary site for a metastatic 
melanoma is unknown. Similarly, less 
frequent sites of primary melanomas, 
such as meninges, esophagus, eye, 
external ear, vulva, and anus should 
also be examined thoroughly for the 
primary neoplasm. 
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Mobile Encapsulated Lipomas 


Formerly Called Encapsulated Angiolipomas 


William J. Sahl, Jr, MD 


e Lipomas with true capsules are rare. 
Those that move about, cause pain, and 
show no permanent attachment to a blood 
supply deserve special consideration. In 
this report of two cases, | have designated 
this entity "mobile encapsulated lipo- 
ma." 

(Arch Dermatol 114:1684-1686, 1978) 


he term "angiolipoma" has been 

used to describe two distinctly 
different cutaneous neoplasms. Both 
varieties show adipose and angioma- 
tous components, but the appearance, 
biologie behavior, and histological 
characteristics of these lesions differ 
greatly. In the past, some attempt has 
been made to separate these entities 
into encapsulated and unencapsulated 
angiolipomas. This report presents 
evidence that noninvasive encapsu- 
lated angiolipomas (mobile encapsu- 
lated lipomas) are clearly distinet 
from true (unencapsulated, invasive) 
angiolipomas. 


REPORT OF CASES 


Case 1.—A 16-year-old boy had a six- 
month history of tender, movable nodules 
under the skin of the right thigh. There 
had been no injections into his upper right 
leg. His health was good, except for mild 
facial acne vulgaris. There was no family 
history of lipomas. Examination showed no 
change in the skin of the right upper leg. 
By palpation, however, one could discern 
multiple movable marble-sized nodules evi- 
dently located in the subcutaneous com- 
partment. By pushing, the nodules could be 
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made to travel from just above the knee to 
just below the anterior superior iliac crest. 
At rest, there was no complaint of pain, but 
when the nodules were made to move, a 
feeling of tenderness or dull pain was 
elicited. An incision was made in the skin 
of the superior lateral upper leg, piercing 
adipose tissue. The adipose tissue was not 
adherent to the underlying fascia of the 
muscle. The nodules were pushed from just 
above the knee to the incision, where they 
poured out, showing no attachment to 
blood supply, surrounding fascia, or nerves. 
The nodules were yellow, firm, waxy, and 
round to multilobulated, with tiny blood 
vessels at the surface (Fig 1). There were 
five nodules that ranged in size from 1.6 to 
3.5 cm. The cut surface was quite yellow 
with no obvious blood vessels. The inner 
material was fatty, but not lobulated as 
subcutaneous fat often is. 

The results of laboratory studies that 
were found to be normal included choles- 
terol and triglyceride determinations, lipo- 
protein electrophoresis, urinalysis, com- 
plete blood cell count, and chest roentgeno- 
grams. Histopathology (Fig 2 and 3), using 
hematoxylin-eosin stain, showed an encap- 
sulated lipoma with scant blood vessels and 
no nerves. The capsule was composed of 
thick, fibrous, connective tissue, collagen, 
and fibrocytes. The adipose tissue was 
served by capillaries, some of which 
showed eosinophilic thrombi. Reaction to 
PAS stain was negative, and the reaction 
to oil red 0 was positive. Bodian’s stain, 
Giemsa’s stain, and toluidine blue stain 
yielded negative results. Serial sections of 
all nodules confirmed the diagnosis of 
mobile encapsulated lipoma. 

CASE 2.—A 32-year-old man had a three- 
year history of a solitary nodule under the 
skin of the left thigh. The patient was lean 
and muscular, and he frequently engaged 
in competetive sports. The patient was able 
to push the nodule from mid-thigh to the 
knee (15 em). There was no family history 
of a similar condition. 

An incision was made at the knee and a 
5-mm, yellow, waxy sphere was extracted. 


The nodule showed no attachment to the 
surrounding tissues. Results of a biopsy 
showed a mobile encapsulated lipoma. 


COMMENT 


The name "angiolipoma" has been 
applied to numerous entities for the 
past 66 years. Some of the synonyms 
for this neoplasm include lipofibroma, 
hemangiolipoma, mesenchymoma, li- 
pomyxoma, fibrolipoma, lipomamyxo- 
matoides, lipoma dolorosa, benign me- 
senchymal tumor, and lipoma. Much of 
the confusion surrounding the termi- 
nology of angiolipomas was resolved 
in 1974 by Lin and Lin' when they 
proposed that angiolipoma included 
two distinet entities. Clearly, there 
was a rather benign variant, which 
was encapsulated, showed no tenden- 
cy to invade or infiltrate surrounding 
structures, occurred after puberty, 
and was occasionally painful. The 
other variety was nonencapsulated, 
occurred from infancy to old age, was 
nonpainful, and had a propensity to 
infiltrate surrounding structures. 
These two entities had in common the 
histological characteristics of a lipoma 
with blood vessels. 


Infiltrating Angiolipoma 


The infiltrating angiolipoma shows 
a tendency to invade muscle. The 
tumor is composed of adipose tissue, 
where 50% of the lipocytes are mature 
cells. There is no capsule. These 
tumors generally occur on the lower 
extremity. Lin and Lin' found that 
48% of the tumors occurred on the 
lower extremity, with the lower neck 
and shoulders the next most common 
site. Other authors have found inva- 
sive angiolipomas to occur nearly 
anywhere on the body surface. 
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Fig 1.—Five mobile encapsulated lipomas. Fig 2.—Encapsulated lipoma showing thick, fibrous capsule. 


Nodules are firm, smooth, round to multi- 
lobulated, and waxy yellow (case 1.) 


Fig 3.—Thick fibrous capsule of 
mobile encapsulated lipoma. Adi- 
pose compartment is relatively acel- 
lular (case 1) (hematoxylin-eosin, 
original magnification X 25). 












Characteristics 


Inflammation Absent 





The age at onset of infiltrating 
angiolipomas is from 2 to 67 years. 
While these tumors invade muscle and 
other soft tissues, there is no tendency 
to metastasis, and there is generally 
no pain. The histopathologic picture of 
infiltrating angiolipomas shows adi- 
pose tissue with a notably high degree 
of angioproliferation. There is infil- 
tration of new vessels and fat 
between collagen bundles at the 
periphery of the tumor. Fibrin throm- 
bi are not found in the vessels. Nerve 
fibers are rarely found. Inflammatory 
cells can be found especially at the 
margin of invasion. 


Arch Dermatol—Vol 114, Nov 1978 


Differences Between Angiolipoma and Mobile Encapsulated Lipoma 


Mobile Encapsulated Lipoma 
extremities or mucous membranes 
needed for diagnosis 


Infiltrating Angiolipoma 


Often present 





Mobile Encapsulated Lipoma 


Bowen* was the first author to 
describe encapsulated angiolipomas. 
A year later, another case was discov- 
ered’ and discussed.* The lipomas 
occurred in healthy young men who 
had multiple (80 or more) movable, 
tender nodules on the trunk or 
extremities. 

Howard and Helwig" reported a 
series of 248 encapsulated lipomas. 
They also noted a tendency of these 
nodules to occur in otherwise healthy 
young people. Most nodules occurred 
in white males, with blacks and 


One large vessel is apparent in background of adipose tissue 
(case 1) (hematoxylin-eosin, original magnification x 8). 


females also represented. In about 
80% of cases, there were multiple 
tumors, with 60% of them occurring on 
the extremities. Thirty percent oc- 
curred on the abdomen and chest or 
back. In 10% of the cases the site was 
unknown. The nodules were not 
attached to the overlying skin and 
were movable. About 50% of the 
patients indicated mild discomfort or 
vague symptoms of dull pain when the 
nodules were moved or pushed. Two 
percent of the patients complained of 
constant pain in the nodules. The qual- 
ity of the pain was always mild and 
dull, never sharp, lancinating, or radi- 
ating. The patients ranged in age 
from 16 to 58 years, with most noting 
onset at or after puberty. No anteced- 
ent trauma or injection could be 
incriminated as the cause of the 
tumors. 

The nodules ranged from 0.8 em to 
3.8 em. All were partially or complete- 
ly eneapsulated. The capsule consisted 
of thick fibrous tissue and fibrocytes. 
Fibrous septae sometimes divided the 
nodule into compartmented lobules. 
Small blood vessels, mostly thin- 
walled capillaries, appeared in the 
capsule, in the septae, and occasionally 
in the central mass of the tumor. The 
degree of vascularity varied from no 
vessels, to a central vessel only, to 
mostly angiomatous proliferation. 
The central area consisted of mostly 
lipoeytes with a typical adipose config- 
uration. Mast cells were commonly 
identified. Nerves were absent, as was 
inflammation. Interestingly, the 
blood vessels commonly showed eosin- 
ophilie thrombi composed of fibrin. 
Special stains identified the material 
comprising the adipose compartment 
as fat. Some acid mucopolysaccharide, 
mainly hyaluronic acid, was identified 
around blood vessels. Bodian's stains 
were negative for nerve tissue. 
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Howard and Helwig found a statis- 
tieal correlation between the degree 
of vascularity and the presence of 
pain. They postulated that the pain 
was related to pressure by the firm 
nodule on surrounding structures." 

Belcher et al” investigated encapsu- 
lated lipomas and found large myeli- 
nated nerves in the connective tissue 
beneath several tumors. Bodian's 
stains confirmed that there were no 
nerves within the lipoma nodules. The 
investigators did not find a correla- 
tion between pain and the number of 
blood vessels in the lipomas. In an 
attempt to find the cause of the pain, 
Belcher et al tried vasoconstriction, 
vasodilation, thermal stimulation, his- 
tamine injection, and degranulation 
of mast cells, ligation of the venous 
return and distention of tumor with 
saline injections. All attempts to elicit 
pain in the lipoma nodules produced 
negative results. The cases of three 
patients were reported, one of whom 
had 204 nodules. A complete examina- 
tion plus laboratory tests disclosed no 
other abnormalities. 


Conclusion 


Mobile encapsulated lipomas are 
distinet from invasive angiolipomas 
(Table). The degree of vascularity in 
mobile encapsulated lipomas varies 
greatly. Some nodules are composed 
exclusively of fat, while others show 
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marked angioproliferation. Benign 
tumors commonly vary greatly in the 
number of vessels they contain. In 
lipomas, vasculature stands out in 
stark contrast to the empty back- 
ground of fat. This, I believe, is why 
authors have emphasized the vascula- 
ture of encapsulated lipomas. Howev- 
er, it should be emphasized that 
encapsulated lipomas without vessels 
have always-been included under the 
term "angiolipoma." Clearly then, 
blood vessels are not a criterion for 
pathologie diagnosis of encapsulated 
(angio)lipoma. 

Pain is commonly found in mobile 
encapsulated lipomas. Movement of 
the nodule or pressure on the nodule 
elieits a dull pain or vague discomfort. 
The pain is never sharp, radiating, or 
lancinating. Nerve tissue is absent in 
the nodule and Bodian's stains are 
universally negative. The most likely 
explanation for the pain in encapsu- 
lated lipomas relates to the mobility of 
the nodule. As the firm lipoma is 
pushed about between the adipose 
tissue and underlying facia and mus- 
cle, it stimulates and presses on 
nerves. My patients could produce 
discomfort by moving their nodules 
throughout the subcutaneous com- 
partment of the leg. It would be 
surprising if this maneuver did not 
cause discomfort. 

Most authors describe the nodules 
as being movable, ie, not attached to 
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skin or underlying structures. In my 
patients, the nodules were frankly 
mobile, having an excursion of more 
than 15 em. With such mobility, it is 
almost inconceivable that such a struc- 
ture could maintain an adequate blood 
supply and nerve connection. Howard 


and Helwig* described eosinophilic 


fibrin thrombi in vessels of encapsut 
lated lipomas. Lin and Lin' also noted 
frequent thrombi in vessels in the 
capsule or within the center of the 
nodule. It would appear that encapsu- 
lated lipomas lose their blood supply 
when they become mobile, causing 
stasis of blood and subsequent throm- 
bosis. 

A family history of the neoplasms 
was found by Belcher et al'" and by 
Howard and Helwig’; however, how 
mobile encapsulated lipomas are in- 
herited, if in fact they are, is still 
unclear. 

Therefore, the origin of mobile 
encapsulated lipomas is still unknown. 
Possibly, with trauma at puberty, 
perhaps aided by genetic predisposi- 
tion, a nodule of fat may be separated 
from the surrounding adipose tissue. 
This floating fat could develop a 
capsule in much the same way that 
foreign bodies in the subcutaneous 
tissue do. When pushed about by the 
patient or by other outside influences, 
the nodule disconnects from its blood 
supply and becomes a mobile encapsu- 
lated lipoma. 
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Malignant Atrophic Papulosis 


Treatment With Aspirin and Dipyridamole 


Dorrit Stahl, MD; Kristian Thomsen, MD; Klaus Hou-Jensen, MD 


e On electron microscopy of the endo- 
thelial cells of a patient with cutaneous 
and CNS symptoms of malignant atrophic 
papulosis, paramyxovirus-like particles 
could be seen in the cytoplasm. These 
particles were interpreted as degenerative 
changes that were due to ischemia. Coag- 
ulation studies showed increased throm- 
bocyte aggregation, and treatment with 
the platelet-suppressive drugs, aspirin 
and dipyridamole, was instituted. This 
treatment resulted in a normal thrombo- 
cyte aggregation after eight months and 
complete clinical remission, which still 
persisted four months after cessation of 
therapy. 

(Arch Dermatol 114:1687-1689, 1978) 


— M —— 


MEE atrophic papulosis 
(MAP) or Degos’s disease, is a 
rare, often fatal disease that is charac- 
terized by multiple infarcts in the skin 
and internal organs. The most com- 
mon cause of death is perforation of 
the gastrointestinal tract, which re- 
sults in peritonitis; but, death can also 
result from infarcts in the CNS.'? 

Malignant atrophic papulosis was 
first described in 1941 by Kóhlmeier* 
and was recognized as a clinical entity 
in 1942 by Degos.*? The origin of the 
disease is unknown. Abnormal coagu- 
lation has been suggested as a patho- 
genie factor; treatment with fibrino- 
lytic and/or anticoagulating agents 
has not, however, been uniformly 
successful.’ 
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The case of a male patient with 
MAP is herein presented. The in- 
creased platelet aggregation was suc- 
cessfully treated with platelet-inhibit- 
ing drugs. 


REPORT OF A CASE 
Clinical History 


In February 1976, erythematous, tender 
papules on the neck and in both axillae, 
with umbilication within a few days, devel- 
oped in a 30-year-old man. Some of the 
papules were covered by crusts; later, they 
involuted and formed  porcelain-white 
scars. New lesions appeared at intervals of 
a few weeks, and as of April 1977, there 
had been a total of 30 lesions. Prior to the 
eruption of new papules, the patient 
suffered periods of dizziness and blurred 
vision. 

On physical examination in May 1976, 
red, edematous papules, with a diameter of 
5 to 10 mm, and some erusted lesions were 
seen on the chest, abdomen, and back. 
There were also lesions with atrophie 
porcelain-white centers and an erythema- 
tous, slightly raised periphery with telan- 
giectases. Results of a neurological exami- 
nation were normal, but neither an EEG 
nor a scan was performed. 

The medical history of the patient 
included a bilateral ureterovesiconeostomy 
that was performed in 1965 owing to steno- 
sis of the ureteral orifices. Histological 
examination showed fibrosis and nonspe- 
cific inflammation. In 1965, the patient had 
a calculus in the right ureter. For ten years 
preceding our examination, the patient had 
experienced epigastrie pains, ructus, and 
pyrosis, all of which were relieved by food 
intake. 


Laboratory Examination 
of the Blood 


Maximal thrombocyte aggregation was 
found with adenosine diphosphate 0.75 
umole/liter and with adrenalin 0.1 mg/ml. 
This indication of increased aggregation of 


thrombocytes was confirmed by repeated 
examination. Thrombin and prothrombin 
time, serum fibrinogen level, fibrinogen- 
related antigens, and fibrinolysis activity 
were normal. 

The results of the following tests were 
within normal limits: hemoglobin level; 
ESR; leukocyte and differential count; 
fasting blood glucose and serum transami- 
nase levels; the levels of serum alkalic 
phosphatase, serum calcium, serum creat- 
inine, serum thyroxine, and serum pro- 
teins; the serum levels of immunoglobulins 
IgG, IgA, and IgM; rheumatoid factor; 
antistreptolysin O titer; antinuclear anti- 
bodies; lupus erythematosus cells; Wasser- 
mann reaction; gonococcal complement 
fixation reaction; hepatitis-associated anti- 
gen; and C3 and C4 fractions of comple- 
ment. 

Complement fixation reaction to herpes 
simplex virus was positive in a titer of 1:30; 
measles complement fixation reaction was 
positive in a titer of 1:32; and antibody 
against rubella virus was present. In vitro 
lymphocyte studies showed a normal num- 
ber of B and T lymphocytes; a lymphocyte 
transformation test showed a normal 
response to mitogens, as well as PPD and 
Candida albicans. A tuberculin skin test 
with 0.1 tuberculin unit PPD was positive 
with 20 x 25-mm infiltration. Trichophy- 
tin and candidin skin tests were negative. 


An intracutaneous test with streptokinase- - 


streptodornase was positive, with a 5 x 6- 
mm wheal produced after 15 minutes and 
an 8 x 9-mm infiltration produced after 48 
hours. 


Other Test Results 


Urine showed no protein, glucose, or 
blood, and results of microscopy of the 
urine were normal. No blood was detected 
in the feces. An ECG was normal. 

An ophthalmological examination and 
examinations of the ears, nose, and throat 
showed no abnormalities. 

Roentgenograms of the stomach showed 
deformation of the duodenal bulb, but no 
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active ulcer, while films of the large intes- 
tine were normal. Intravenous pyelogra- 
phy showed hydronephrosis and bilateral 
hydroureter. 


Histological Examination 


The epidermis as well as the underlying 
connective tissue were infarcted (Fig 1). 
The infarction was limited by inflammat” 
ry cells, with neutrophils as the dominating 
cells. By step-sectioning, a newly throm- 
bosed vessel was found in the reticular 
dermis. 

The histological specimens were exam- 
ined by the following staining methods: 
Lendrum’s stain for fibrin, Van Gieson’s 
stain, PAS with and without diastase 
treatment, and hematoxylin-eosin. None of 
these staining methods disclosed specific 
changes except the fibrin stain, which 
showed positive staining for fibrin in the 
thrombosed vessel. 

Electron microscopy showed infarcts and 
a few paramyxovirus-like structures in 
some endothelial cells. These structures 
were not surrounded by membranes (Fig 
2). Direct immunofluorescent microscopy 
showed no specific fluorescence for IgG, 
IgM, IgA, or complement. 





Fig 1.—Biopsy specimen from skin demonstrating infarction of epidermis (arrows) and 
upper part of dermis (hematoxylin-eosin, x 100). 
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Fig 2.—Parts of small vessel lined by endothelial cell containing cytoplasmic, electron-dense structures (arrow), which at 
higher magnification (inset) may resemble nonmembrane-bound, provirus-like particles ( x 17,750; inset, x 135,000). 
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A Treatment 


Thrombocyte antiaggregation treat- 
ment was initiated in September 1976 with 
0.5 g aspirin (acetylsalicyclic acid), twice a 
day, and 50 mg dipyridamole tablets (Per- 
santin [Germany]; Persantine, comparable 
US product), three times a day. One new 
lesion appeared during the first month of 
Nireatment. During the following 12 
months, no new cutaneous lesions ap- 
peared, and the patient's dizziness and 
visual disturbance ceased. After eight 
months of treatment, the patient’s platelet 
aggregation was normal’; treatment was 
discontinued, and after an additional four 
months, the patient was without symp- 
toms, and platelet aggregation remained 
normal. 


COMMENT 


More than 70 cases of MAP have 
now been reported.’ Most of the 
patients have been male. The age at 
onset of MAP ranged from 3 weeks to 
65 years. The initial cutaneous lesions 
are usually reddish-brown papules 
that heal with atrophic porcelain- 
white centers. Many of the patients 
have symptoms from the gastrointes- 
tinal tract, but such symptoms are 
usually preceded by cutaneous lesions. 
White spots up to 1 cm in diameter 
and caused by subserous infarction 
can be seen in the peritoneum of these 
patients.* 

The most common cause of death 
associated with MAP is peritonitis 
that is due to perforation, usually of 
the small intestine, and MAP should 
be considered in the differential diag- 
nosis of “primary” ulceration of the 
intestine.’ Cerebral infarcts have been 
the cause of death in a few patients. 

Abnormal blood clotting has been 
considered a pathogenic factor. Malig- 
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nant atrophic papulosis is thought to 
be a hypercoagulation syndrome with 
inhibited fibrinolysis.^'^ This hypoth- 
esis is supported by the increased 
serum levels of fibrinogen, the peri- 
vascular fibrinogen deposits in the 
superficial layer of the dermis, and 
the total lack of fibrinolysis around 
the blood vessels of patients with 
MAP." 

The increased thrombocyte aggre- 
gation found in our patient indicates 
malfunction of intravascular coagula- 
tion. Similar findings have been dem- 
onstrated in patients with arterial 
thrombosis,? but, to our knowledge, 
increased thrombocyte aggregation 
has not previously been described in 
patients with MAP. 

Antiaggregation treatment with 
aspirin and dipyridamole, which was 
initiated because of increased throm- 
bocyte aggregation, appears to have 
been effective in the treatment of our 
patient's condition." After eight 
months of treatment, thrombocyte 
aggregation was normalized. Aspirin 
is thought to act by either (1) inhibi- 
tion of the synthesis of prostaglan- 
dins; (2) inhibition of the metabolism 
of platelets; (3) stabilization of the 
platelet membrane; or (4) modifica- 
tion of a plasma protein participating 
in platelet aggregation. Dipyridamole 
may act by increasing adenyleyclase 
levels in the platelets and inhibiting 
phosphodiesterase activity. Dipyrida- 
mole is known to inhibit the cellular 
uptake of glucose and adenosine.'*" 
The antithrombotic effect is increased 
by the simultaneous use of these two 
drugs. 

In 1969, Mauss et al treated one 
patient with phenylbutazone for four 
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months; this patient had no symptoms 
of MAP eight months after termina- 
tion of the treatment. Phenylbuta- 
zone is known to inhibit platelet 
aggregation, although not as effec- 
tively as the combined use of aspirin 
and dipyridamole.'? 

Howard and Nishida'^ showed the 
presence of virus-like particles, and 
suggested that MAP has a viral 
origin. By electron microscopy of 
endothelial cells, we found cytoplas- 
mic inclusions with a diameter of 250 
to 300 A. These inclusions were not 
surrounded by a membrane. The 
particles may be associated with the 
endoplasmic reticulum"; similar find- 
ings have been made in normal- 
appearing and degenerating endothe- 
lial cells and in fibroblasts." 

These inclusions are not found regu- 
larly"; and neither attempts to culture 
the virus nor inoculations on primates 
have confirmed the presence of a 
virus. The virus-like particles, there- 
fore, may be evidence of degenerative 
changes caused by the infarctions. 
However, recent immunological and 
electronmicroscopic studies of similar 
particles have suggested that the 
intracytoplasmic microtubules may 
represent reaction products to autoan- 
tibodies.' 
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Angioendothelioma 


Report of an Unusual Case in an American Black 


Mary C. Greist, MD, J. Lamar Callaway, MD 


* Angioendothelioma is a rare malig- 
nant vascular tumor occurring on the face 
or scalp in an elderly individual or in an 
area of antecedent radiotherapy or 
chronic lymphedema. We are reporting 
the second fully documented case of 
angioendothelioma occurring in a black 
patient. The case is also of interest 
because initially the tumor mimicked 
kerion, both clinically and histopathologi- 
cally. 

(Arch Dermatol 114:1690-1692, 1978). 


NI ent angioendothelioma (an- 
giosarcoma, malignant heman- 
gioendothelioma, — lymphangiosarco- 
ma) is a rare tumor produced by 
neoplastic proliferation of vascular 
endothelium. Clinically, the tumor is 
usually a red to purple papule or 
nodule or merely an area of erythema 
and induration of the skin. It is seen 
predominantly in patients over the 
age of 60 and is most commonly 
located on the face or scalp. A recent 
world literature review! discloses that 
white persons are affected most com- 
monly, with only one of 77 patients 
being black. Local invasion, as well as 
distant metastasis, is a frequent 
complication, with the five-year survi- 
val being less than 10% in several 
series. The tumors generally have 
been resistant to chemotherapy and 
also relatively resistant to radiothera- 
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py, though several reports of pallia- 
tion** and even regression? following 
radiotherapy are well documented. 
Though early reports emphasized a 
high incidence of antecedent trauma, 
later series have not supported 
this.^' However, angioendothelioma 
has been reported to develop in areas 
of antecedent radiotherapy** and in 
chronically edematous extremities. 
This may occur in patients with idio- 
pathic acquired” or congenital lym- 
phedema'*? with lymphedema sec- 
ondary to venous insufficiency,’ or 
with postmastectomy lymphedema." 
Originally, the postmastectomy lym- 
phangiosarcoma was thought to be 
derived entirely from the lymphatic 
vessel endothelium rather than blood 
vessel endothelium and was differen- 
tiated from hemangioendothelioma on 
that basis. Most authors’ 19:2:2:: now 
believe that the tumors are histopath- 
ologieally indistinguishable and that 
both lymphatic and blood vessels prob- 
ably contribute to their formation. 
The characteristic histological fea- 
tures include anastomosing endothe- 
lial lined vascular channels that “use 
the dermal collagen as scaffolding.’ 
The plump endothelial cells tend to 
show some atypism, with variation in 
their size and hyperchromatism of the 
nuclei. In some areas the endothelial 
cell may become heaped up and form 
papillary projections into the lumen or 
solid sheets or cords of anaplastic cells, 
sometimes arranged in a syncytium. 
Large areas of completely undifferen- 
tiated tumor may suggest anaplastic 
carcinoma or sarcoma. A single lesion 
may progress in time from a well- 
differentiated to a poorly differen- 
tiated tumor, or both degrees of 
differentiation may be present simul- 


taneously in a given tumor. A single 
biopsy specimen may show only tumor 
so poorly differentiated that the 
vascular nature of the lesion is not 
apparent and a definitive diagnosis 
cannot be made. 

We have recently encountered a 
patient with an unusual clinical pres- 
entation of angioendothelioma of the 
scalp. The histologic changes sug- 
gested several other diagnoses before 
the fourth biopsy finally showed the 
characteristic changes of angioendo- 
thelioma. 


REPORT OF A CASE 


A 69-year-old black man was seen at 
Duke Hospital Private Diagnostic Clinic on 
Nov 5, 1975, with a four-month history of a 
rapidly enlarging asymptomatic lesion of 
his scalp. He was referred by his local 
physician, who had performed an incisional 
biopsy two months earlier. The biopsy 
showed branching hyphae overlying a zone 
of necrosis and inflammation. A presump- 
tive diagnosis of kerion was made, and the 
patient was placed on a regimen of griseo- 
fulvin and various antibacterial antibiotics. 
The lesion continued to enlarge in spite of 
the treatment. On his initial visit to Duke, 
the patient gave a history of excellent 
general health until the development of the 
scalp lesion. He had noted a 4-kg weight 
loss in the last month, but had no other 
systemic complaints. Family history dis- 
closed that the patient’s children had had 
ringworm infections in years past, but no 
one had been infected recently. 

Physical examination showed a thin, 
elderly, black man with a single large 
fungating tumor of the right posterolater- 
al aspect of the scalp, 12 cm in greatest 
diameter. Multiple yellow purulent areas 
were noted in the center and several firm, 
black, necrotic plaques at the periphery. 
Multiple, firm, nontender posterior cervical 
and postauricular nodes were palpable. 
Results of the remainder of the physical 
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Fig 1.—Initial biopsy specimen demonstrates luxuriant growth of 
fungal mycelia covering surface and invading superficial necrotic 
tissue (methenamine silver, original magnification X 200). 
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Fig 2.—Patient prior to surgical excision of angioendothelioma, sagittal view. 


examination were essentially normal. 
Many branching hyphae were seen in a 
thin portion of devitalized tissue, which 
was removed from the lesion and examined 
directly with potassium hydroxide under 
the light microscope. Two 4-mm punch 
biopsy samples of the lesion were taken for 
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routine histopathologic examination, and 
two 4-mm punch biopsy samples were 
taken for fungal cultures. The biopsy spec- 
imens showed sheets of spindle-shaped 
neoplastic cells with an overlying layer of 
necrotic tissue in which there was an 
exuberant growth of septate fungal myce- 
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Fig 3.—Histologic section of excised tumor shows vascular prolif- 
eration and plump atypical endothelial cells diagnostic of 
angioendothelioma (hematoxylin-eosin, original magnification 


lia (Fig 1). The possibility of anaplastic 
squamous cell carcinoma was considered on 
the basis of the histologic changes. Candt- 
da species and Fusarium species were 
isolated from the fungal cultures. The 
patient was admitted to Duke Hospital on 
Nov 11, 1975, and underwent a third larger 
excisional biopsy of the scalp lesion and a 
right postaurieular node biopsy. The histo- 
logie sections of the scalp lesions showed 
anaplastic pleomorphic cells with hyper- 
chromatic nuclei and some extracellular 
pigment. The dopa reaction was equivocal, 
and some pigmented cells not staining for 
iron were noted. The lymph node was 
found to be infiltrated with similar 
neoplastic cells. The possibility of melano- 
ma was suggested. Chest x-ray films at 
that time showed multiple opacities in the 
left lower lobe consistent with metastatic 
disease. On Nov 18, 1975, the patient under- 
went total excision of the scalp tumor with 
removal of the outer cranial table because 
of extension of the tumor into bone (Fig 2). 
Histopathologieal examination of the ex- 
cised tumor showed areas of large irregular 
anastomosing blood vessels with atypical 
endothelial cells diagnostic of angioendo- 
thelioma interspersed with areas showing 
only sheets of atypical endothelial cells 
(Fig 3). Further chest x-ray films during 
the second hospital week showed the 
pulmonary nodules significantly increased 
in size. The patient was discharged to 
return for a split-thickness skin graft to 
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the surgical site when the base appeared 
ready to accept a graft. The surgical site 
was cared for by the local physician with 
twice-weekly dressing changes. On Jan 16, 
1976, the patient returned to Duke for 
follow-up, and a large area of recurrent 
tumor was noted in the right posterior 
parietal region. The patient complained of 
sensations of compression in the chest and 
abdominal cavity, believed to be secondary 
to widespread metastatic disease. He was 
admitted to his local hospital on Jan 25, 
1976, and died on Feb 5. No postmortem 
examination was performed. 


COMMENT 


Malignant angioendothelioma, be- 
cause of its relative rarity and occa- 
sional poorly differentiated histopath- 
ological presentation, is rarely diag- 
nosed early in its course. The aggres- 
sive behavior of the tumor eventually 
alerts the clinician to its true nature. 
All too frequently, however, this is not 
until the tumor has attained consider- 
able size, invaded locally, or metasta- 
sized to distant sites. 

Clinically, one must suspect malig- 
nant angioendothelioma in any per- 
sistent solid nodule or tumor of the 
face or scalp in an elderly patient or in 
any nodule or tumor developing in an 
area of chronic lymphedema or pre- 
vious radiotherapy. Biopsy specimens 
must be of adequate size to avoid the 
problems of sampling only poorly 
differentiated, nondiagnostic areas of 
a large tumor. 

We believe this case emphasizes the 
extreme difficulty of making an early 
diagnosis. The initial biopsy specimen, 
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taken early in the course by the refer- 
ring physician, showed changes sug- 
gesting kerion. After failure to im- 
prove on appropriate therapy for 
kerion, the patient was referred and a 
second biopsy was performed. Be- 
cause of the extreme anaplasia in this 
specimen, the diagnosis of malignant 
anaplastie tumor, possibly squamous 
cell carcinoma, was made as the vascu- 
lar nature of the tumor was not appar- 
ent. The third biopsy suggested 
metastatic melanoma. Only after the 
entire tumor was removed and exam- 
ined were the diagnostic features of 
angioendothelioma appreciated and 
the definitive diagnosis established. 

The aggressive nature of this tumor 
is emphasized by our patient's very 
rapid death. Extension to cervical 
nodes, radiological evidence of pulmo- 
nary metastasis, and death occurred 
within seven months of the time the 
lesion was first noted. 

We believe this case is important 
also because it appears to be only the 
second fully documented case of 
angioendothelioma occurring in a 
black patient. Because of the frequent 
location of this tumor on the face and 
scalp of elderly primarily fair-skinned 
individuals, the possible role of 
chronic solar damage in the pathogen- 
esis of the lesion has been discussed.' 
This patient worked as a minister and 
thus received little sun exposure. His 
well-preserved head of hair and very 
heavy pigmentation should have af- 
forded further protection from the 
sun. The details of this case thus do 
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not support actinic damage as a factor’ * * 


in the pathogenesis of this tumor. 
Although angioendothelioma has 
been thought to be resistant to both 
chemotherapy and radiotherapy, 
there are several reports of tumors 
responding to high-dose radiothera- 
py.^? Preliminary work with combina- 


tion conventional radiotherapy and 


microwave therapy has produced dra- 
matic improvement in two patients 
with advanced hemangioendothelio- 
ma of the face and scalp (Ned B. 
Hornback, MD, oral communication, 
February 1978). We can hope to 
improve the poor prognosis of this 
tumor only by aggressive efforts to 
establish a definitive diagnosis early 
so that a wide surgical excision or 
radiotherapy with or without micro- 
wave therapy may be performed more 
frequently before the tumor has 
become invasive or metastatic. 

In order to establish the early diag- 
nosis of angioendothelioma, we be- 
lieve the clinician must be aware of 
the condition and its various clinical 
presentations. Adequate, and, if nec- 
essary, repeated biopsy specimens of 
the lesions must be taken until a firm 
diagnosis is established. 
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Treatment of Cutaneous Kaposi's Sarcoma 


With Intralesional Vincristine 


Col Richard B. Odom, MC, USA, Lt Col Detlef K. Goette, MC, USA 


€ A 68-year-old man had lesions of 
Kaposi's sarcoma that developed contin- 
ually in a localized area after excisional 
surgery, electrosurgery, and radiotherapy 
of previous lesions. His lesions cleared 
with intralesional injections of vincristine 
sulfate without any systemic and only 
minor local side effects. Newly developed 
lesions, which did not occur on the sites 
of previous treatment, were also respon- 
sive to this form of therapy. 

(Arch Dermatol 114:1693-1694, 1978) 


radication of single or multiple 

localized lesions of cutaneous 
Kaposi's sarcoma is achieved by exci- 
sion, electrodesiccation and curettage, 
or irradiation. Recently, on several 
occasions, we have successfully 
treated a patient who had multiple 
localized Kaposi's sarcoma with intra- 
lesional vincristine sulfate. 


REPORT OF A CASE 


In early 1976, a 68-year-old man had a 
two-month history of bluish papules that 
involved the left great toe. A cutaneous 
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biopsy was performed, and the specimen 
was interpreted as Kaposi's sarcoma. A 
complete physical examination and labora- 
tory test searching for extracutaneous 
Kaposi's sarcoma were unrevealing. Sev- 
eral lesions were excised, and some were 
treated electrosurgically. New lesions con- 
tinued to develop on and around the left 
great toe. In June 1976, the left great toe 
region was treated by radiation therapy 
during a two-week period with 3,000 rads. 

In October 1976, new lesions appeared 
across the instep plantar surface and the 
heel region of the left foot. In January 
1971, three lesions were injected with 0.4 
ml of fluorouracil (50 mg/ml) followed by 
0.3 ml of fluorouracil one week later to the 
same lesions. This form of therapy was 
well tolerated but ineffective. 

In June 1977, nineteen 2- to 5-mm, bluish 
lesions were present over the left foot and 
ankle region, with mild edema of the left 
foot (Fig 1). Two of the larger lesions were 
injected with 0.5 ml of vincristine sulfate 
(0.25 mg). These lesions began resolving 
and left a hyperkeratotic surface (Fig 2). 
Ten days later, the remaining 17 lesions 
were injected with 1 ml of vincristine 
sulfate (0.5 mg). All lesions cleared within 
three weeks, and the edema of the foot 
decreased (Fig 3). 

In November 1977, seven new lesions at 
previously uninvolved sites were treated 
with intralesionally injected vincristine 
sulfate (0.4 mg), and resolution of all 
lesions was achieved in two weeks. 

In March 1978, five new lesions were 
noted; these were injected in April 1978. 
The patient's general health has remained 
excellent, with the exception of mild hyper- 
tension and f hyperlipoproteinemia , which 
has been controlled by diet. No evidence of 
systemic Kaposi's sarcoma has developed. 


TREATMENT METHOD 


Vincristine sulfate is supplied as a dry 
powder in 1- and 5-mg quantities with an 
accompanying ampule of diluting solution. 
Our solution concentration was 1 mg of 
vincristine: 2 ml of diluent. The freshly 
prepared solution was injected into the 
individual lesions using a 27- or 30-gauge 
needle. Each of the lesions, ranging from 2 
to 8 mm in size, was injected with 0.05 to 
0.1 ml of the solution, with only mild 
discomfort to the patient. 


RESULTS 


Thirty-one lesions to date have been 
injected and all lesions have resolved. 
The swelling tended to fade with reso- 
lution of the lesions. In a period of 
months, new lesions continued to 
evolve slowly, with associated, mild 
swelling of the foot. A total of 1.1 mg 
of vincristine sulfate solution had 
been injected as of this writing. 

Our patient has mild discomfort 


Fig 1.—Multiple lesions of Kaposi's sarco- 
ma prior to intralesional injection with 
vincristine sulfate. 
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Fig 2.—Eighteen days after intralesional 
injection with vincristine sulfate. 


with the injections and mild chemical 
cellulitis in the area of injections. The 
lesions appeared to dry with an over- 
lying hyperkeratotic scale. All lesions 
resolved within two to three weeks, 
depending on their size. 

Complete blood cell counts that 
were taken before and after treat- 
ment were within normal limits with- 
out fluctuations. 


COMMENT 


In recent years, treatment of wide- 
spread systemic involvement of Kapo- 
si’s sarcoma has included the use of 
chemotherapeutie agents, such as dac- 
tinomycin (meractinomycin), procar- 
bazine hydrochloride, vincristine, dox- 
orubicin hydrochloride, dacarbazine, 
vinblastine sulfate, chlorambucil, acti- 
nomycin, thiotepa, fluorouracil, meth- 
otrexate, and others, alone or in 
combination with irradiation, with 
variable effectiveness." Of these 
agents, Vinca alkaloids*-* have shown 
promise of temporary therapeutic 
effectiveness. Thus it appeared rea- 
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Fig 3.—Five months after intralesional 
injection with vincristine sulfate. Note new 
lesion at base of great toe. 


sonable to try these agents locally by 
intralesional injection in cases of cuta- 
neous Kaposi's disease, to forego 
systemic side effects. In fact, Scott? 
and Klein’ each reported successful 
management of the condition of a 
patient who had Kaposi's sarcoma 
with intralesional Vinca alkaloids. 
Scott? achieved a "cure" with a single 
injection and claimed suppression of 
development of new lesions. He 
observed no systemic side effects, 
especially fluctuations of the WBC 
count, even with 2 mg of vinblastine 
or vineristine for each treatment; 
Scott also noted cosmetic results 
superior to those of radiotherapy. 

In our patient, we also were 
impressed with the rapidity of involu- 
tion (after only one injection per 
lesion), with the cosmetic results, the 
absence of side effects, and the mini- 
mal local reaction after intralesional 
injection of vincristine. In addition, 
the multiple lesions were easily man- 
aged during a single visit. 

If these results can be confirmed in 


Eir Coa aun 


a series of patients with limited cuta- ° ° 
neous Kaposi's sarcoma, intralesional 
Vinca alkaloid treatment might prove 
to be the treatment of choice because 

it is less time-consuming and costly; it 

is cosmetically superior and effective; 
and it is probably safe. Even if the 
disease cannot be eradicated, at least 

it can be effectively controlled for 
long periods with relatively little 
inconvenience and expense to the 
patient. 


Nonproprietary Names and 
Trademarks of Drugs 


Dacarbazine—DTIC-Dome. 
Dactinomycin— Cosmegen. 

Doxorubicin hydrochloride—Adriamycin. 
Vinblastine sulfate—Velban. 

Vincristine sulfate—Oncovin. 
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Loealized Hemosiderosis as a 


sequela of Acne 


e Dark blue-black pigmentation has 
persisted in areas of previous acne scar- 
ring in a young woman. By histologic and 
electron microscopic examination, the 
pigment is demonstrated to represent 
hemosiderin. Much of the hemosiderin is 
lying free within macrophages, not bound 
by lysosomal membranes that normally 
would protect the cell from this toxic 
material. 

(Arch Dermatol 114:1695-1697, 1978) 


pes hemosiderin deposition in 
the skin may be associated with 
a number of diseases including stasis 
dermatitis, pigmented purpuric der- 
matoses, scurvy, hemochromatosis, 
sickle cell anemia, and dermatofibro- 
ma,' iron compounds are most com- 
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Fig 1.—Persistent pigment conforming to 
outline of acne scarring. 
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Na Rodney S. W. Basler, MD, Paul W. Kohnen, MD 


monly deposited as a result of trau- 
matic hemorrhage.’ In acne, hemosid- 
erin appears in the skin both as a 
result of the effect of localized inflam- 
mation on cutaneous blood vessels and 
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as a consequence of patient-induced 
injury. Under normal conditions, this 
hemosiderin is engulfed by macro- 
phages that surround it with a lyso- 
somal membrane, thereby protecting 





Fig 2.—Aggregates of iron-containing pigment in dermis (potassium ferricyanide, original 


magnification x 40). 
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Fig 3.—Portions of several macrophages in reticular dermis. N indicates nuclei of two macrophages; H, dense granular 
aggregates of hemosiderin; F, dispersed particles, probably ferritin; C, dermal collagen (original magnification x 13,000). 


the ingesting cells from toxic effects 
of the iron compound while returning 
it to the local circulation. Some of the 
hemosiderin is also excreted from 
eccrine sweat glands and through 
desquamation of epitheial cells in 
which it has accumulated. We de- 
scribe a patient in whom the mecha- 
nism for eliminating hemosiderin 
from skin with previous acne activity 
is not intact, apparently because of 
the inability of macrophages to pro- 
duce protective lysosomal membranes. 
This patient has irregular blue-black 
pigmentation in areas of previous 
acne scarring, which is proved to be 
residual hemosiderin. 


REPORT OF A CASE 


This 23-year-old woman relates the onset 
of acne vulgaris at age 15 with the typical 
appearance of comedones, papules, pus- 
tules, and a few follicular cysts. She relates 
no history of the presence of unusually 
hemorrhagic lesions. She was placed on a 
standard acne program of tetracycline and 
topical peeling agents. At no time did she 
receive radiation therapy. The condition 
persisted under marginal control until 
about three years ago, when the patient 
noted the appearance of darkly pigmented 
patches within the area of acne activity 
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and previous scarring. At the time of this 
appearance, she was taking minocycline, 
100 mg twice daily, using topical peeling 
agents, and receiving biweekly liquid 
nitrogen treatments of the face. She was 
also taking perphenazine, amitriptyline 
hydrochloride, and diphenhydramine hy- 
drochloride for an unrelated problem, and 
had taken chlorpromazine about three 
years earlier. She was receiving no thera- 
peutic injections in the area and categori- 
cally denies any self-injections or unusual 
applications. 

On physical examination, irregular, very 
darkly pigmented macules were observed 
within areas of acne scarring generally 
conforming to the outline of the depressed 
pits (Fig 1). There was no papable nodu- 
larity. Laboratory screens for hepatic, 
renal, and adrenal function all gave results 
within normal limits. The serum iron level 
was 80 ug/dl, and total iron binding capac- 
ity was 336 ug/dl, both of which fall within 
the normal range. Tangential soft tissue 
roentgenograms of the face taken on 
mammography film' did not demonstrate 
any radiodensities. 

Numerous biopsies have failed to show 
any nonbiological foreign pigment, includ- 
ing a specimen submitted to the Special 
Histochemical Staining Laboratory of the 
Armed Forces Institute of Pathology. A 
2-mm punch biopsy specimen taken from 
an area of deep pigmentation was 


prepared using potassium ferricyanide 
stain and showed scattered iron-containing 
aggregates consistent with hemosiderin in 
the mid- and upper dermis (Fig 2). 

By electron microscopy, dermal macro- 
phages were found to contain large quanti- 
ties of electron-dense material, correspond- 
ing to the iron-positive material observed 
by light microscopy (Fig 3 and 4). The 
electron densities occurred in two forms: 
Fine particles, 50 to 100 A in diameter, 
were dispersed in the cell sap; they are 
compatible with ferritin. Much larger 
aggregates of coarse granular material, up 
to 1.5 u in diameter, represent hemosiderin 
that lies free in the cell sap, rather than in 
lysosomes. In this material no unequivocal- 
ly membrane-bound hemosiderin aggre- 
gates can be identified. 


COMMENT 


In addition to disfiguring scars, 
which may become keloidal, a well- 
established complication of severe 
acne, often appearing as small blue- 
black nodules, is osteoma cutis." How- 
ever, this condition, as well as dys- 
trophic calcification, can be diagnosed 
easily by the presence of radiodensi- 
ties on soft tissue roentgenograms,’ 
which cannot be demonstrated in this 
patient. Gray to purple pigmentation 
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Fig 4.—Cytoplasm of a macrophage in reticular dermis. F indicates dispersed electron-dense 
particles, probably ferritin; H, large aggregates of granular hemosiderin not enclosed by 
membranes; V, vacuoles; M, mitochondrion (original magnification x 32,000). 


has also been reported over the face 
and other exposed areas in women on 
long-term phenothiazine therapy," 
but this has not been described as 
occurring in the form of localized 
macules. In addition, the discoloration 
in patients taking phenothiazine has 
been determined to be due to the 
deposition of melanin, primarily in 
the upper dermis.'^ 

In the patient described here, the 
pigment gives a positive histochemi- 
cal reaction for iron and has ultra- 
structural characteristics of ferritin 
and hemosiderin. In experimental 
exogenous hemosiderosis, ferritin is 
typically dispersed in the cell cyto- 
plasm, but hemosiderin is not within 
lysosomes; it is not bounded by iden- 
tifiable membranes. 

Deposition of iron-positive com- 
pounds in the skin is usually the result 
of traumatic hemorrhage. Although 
little is known about the metabolism 
of iron in skin and soft tissues, Trump 
et al suggest that iron is phagocyt- 
ized by macrophages, conjugated with 
protein, and stored in lysosomes. 
Moreover, iron-containing compounds 
are thought to be toxic to cells, caus- 
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ing peroxidation of cell membranes 
and cell death. We speculate that the 
unusual persistence of hemosiderin in 
the dermis in this patient is related to 
the absence of lysosomal storage of 
hemosiderin due to the inability of 
dermal macrophages to produce pro- 
tective lysosomal membranes. Alter- 
natively, the macrophages may be 
extraordinarily sensitive to the toxic 
effects of hemosiderin, leading to the 
disruption of lysosomal membranes 
already formed. Either cireumstance 
could cause premature cell death, 
interfering with normal mechanisms 
for clearing hemosiderin from the 
dermis, and would explain the clinical- 
ly obvious pigmentation persisting in 
areas of previous acne activity. 


Nonproprietary Names and 
Trademarks of Drugs 


Amitriptyline hydrochloride— Ela vil. 
Chlorpromazine— Chlor-PZ, Cromedazine, 
Promachel, Thorazine. 
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Multicentric Bowen's 


Disease of the Genitalia 


Spontaneous Regression of Lesions 


Lt Col Bernard W. Berger, MC, USAF, Yoshiaki Hori, MD, PhD 


* The phenomenon of multiple lesions 
of Bowen's disease appearing on the 
genitalia of young adults is becoming 
increasingly recognized. We have seen 
two patients who had genital lesions with 
histologic features of squamous carcino- 
ma in situ, but with an entirely different 
clinical appearance. In both patients, 
varying degrees of spontaneous regres- 
sion occurred. A conservative approach 
to management of these lesions is 
suggested. 

(Arch Dermatol 114:1698-1699, 1978) 


P recent years, several authors have 
reported Bowen’s disease ap- 
pearing on the genitalia of young 
adults."* The lesions were multicen- 
tric and would either regress sponta- 
neously or respond to conservative 
treatment. We are reporting two 
additional cases. 


REPORT OF CASES 


CASE 1.—In December 1976, a 26-year-old 
man was seen in the Dermatology Clinic 
because of a five-month history of a mildly 
pruritic penile eruption. He was in other- 
wise excellent health. He denied having 
any previous penile lesions, ie, herpes 
simplex or condyloma acuminatum. He 
denied a history of allergies, arsenic inges- 
tion, or familial diseases. He was circum- 
cised at birth. Examination showed several 
3- to 6-mm, relatively smooth, erythema- 
tous papules of the dorsal and lateral 
aspects of the distal penile shaft. The glans 
penis was not involved. Results of the rest 
of the examination were unremarkable. 
The following investigative procedures 
showed results that were either negative or 
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within normal limits: complete blood cell 
count, urinalysis, chest x-ray film, blood 
chemistry studies using an automated 
multiple analysis system, serology, fungal 
culture, and standard patch tests. A biopsy 
of a representative lesion was interpreted 
as showing Bowen's disease. Application of 
5% fluorouracil cream produced erythema, 
edema, and crusting of the involved area. 
The reaction resolved and the area 
appeared clinically normal. A follow-up 
biopsy showed a normal epidermis. Ap- 
proximately five months following the 
fluorouracil treatment, new lesions ap- 
peared. 

These lesions regressed spontaneously, 
but new lesions appeared that also 
regressed spontaneously. New lesions did 
not necessarily appear on the sites of 
previous lesions, although the same general 
area of the penis was involved (Fig 1). A 
biopsy specimen was obtained from a 
recent lesion and sections of it were 
submitted for light and electron micros- 
copy. Blood was drawn for determinations 
of serum viral titers, which were repeated 
42 days later. The light (Fig 2) and electron 
microscopic findings were consistent with 
Bowen's disease. No viral particles were 
seen on electron microscopy. The titer for 
herpes simplex was less than 4 on the 
initial sample and 4 on the follow-up 
sample. 

A large lesion was treated with liquid 
nitrogen. No treatment was given to 





Fig 1.—Smooth, 4 x 4-mm, erythematous 
papule (arrows) on lateral aspect of penile 
shaft. Small early lesions proximal and 
superior to larger lesions. 
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several smaller lesions. The patient was 
seen three weeks later, and regression of 
all lesions had occurred. 

Case 2.—In May 1976, a 25-year-old 
woman was seen in the Dermatology Clinic 
for evaluation of vulvar lesions that had 
been present for four months. These 
lesions appeared two months after the 
delivery of a normal term infant. She was 
gravida 2, para 2, and did not have similar 
lesions with her first pregnancy. There was 
no history of arsenic ingestion or preceding 
viral lesions of the vulva. Findings on 
physical examination were within normal 
limits except for the vulvar lesions. Several 
brown to brown-black verrucose nodules 
were present on the labia majora bilater- 
ally. They measured 3 to 10 mm and 
appeared in a linear distribution (Fig 3). 
The following laboratory examinations 
yielded results that were either negative or 
within normal limits: complete blood cell 
count, urinalysis, blood chemistry studies 
using an automated multiple analysis 
system, and serological tests for syphilis. 
The serum viral titer for herpes simplex 
was less than 4. Light microscopic exami- 
nation of a representative lesion showed 
epidermal hyperplasia, parakeratosis, dis- 
organization of epidermal cells, numerous 
mitotic figures, individual cell keratiniza- 
tion, and lymphocytic infiltrates in the 
upper dermis. The epidermal-dermal junc- 
tion was well preserved. Histologic diagno- 
sis was Bowen’s disease (Fig 4). Electron 





Fig 2.—Histologic section shows dysplas- 
tic cellular changes of Bowen's disease 
(hematoxylin-eosin, orginial magnification 
x 180). 
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Fig 3.—Clinical appearance of lesions from 
patient 2. 


microscopy demonstrated deformity of the 
nucleoli, indented nuclei, and nuclear 
bodies. No viral particles were observed. 
No treatment was administered, and the 
lesions regressed within a three-week peri- 
od following her initial visit to our clinic. 
Brown macules were all that remained of 
the original lesions. Histologic examina- 
tion of one of these macules showed no 
mitotic figures nor atypism of epidermal 
cells. The patient has remained free of 
Bowen’s disease for the past two years. 


COMMENT 


Friedrich? reported reversible vul- 
var atypia occurring in a 15-year-old 
pregnant patient. Vulvar lesions de- 
scribed as discrete hyperpigmented 
papules, 2 to 6 mm in diameter, 
appeared in the first trimester of 
pregnancy. Their appearance closely 
followed the resolution of vulvar 
herpes simplex lesions. Light micro- 
scopic examination of the papular 
lesions showed Bowen-like atypia sug- 
gestive of carcinoma in situ. Electron 
microscopy disclosed the presence of 
viral particles in the nuclei of atypical 
cells. Attempts to culture a virus from 
the Bowen-like lesions were unsuc- 
cessful. The patient was delivered of a 
normal full-term infant. The Bowen- 
like lesions were not treated. They 
began spontaneous regression three 
weeks postpartum and had resolved 
completely by 23 weeks postpartum. 
Friedrich also described four pre- 
viously reported intraepidermal carci- 
nomas of the vulva associated with 
pregnancy and appearing in patients 
aged 17 to 37 years. Of these patients, 
one was treated with radium and the 
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Fig 4.—Histologic section shows thicken- 
ing of epidermis and lymphocytic infiltrate 
involving dermis and epidermis (hematox- 
ylin-eosin, original magnification x 80). 


others surgically, with procedures de- 
scribed as wide excision, simple vul- 
vectomy, and radical vulvectomy. Be- 
eause his patient exhibited sponta- 
neous regression of her Bowen-like 
lesions, Friedrich appealed for a 
conservative approach in the manage- 
ment of this entity. 

Skinner et al? reported Bowen-like 
atypia of the vulva in a 15-year-old 
patient in whom the lesions appeared 
two months postpartum. Clinically, 
the lesions were described as pig- 
mented papules. Microscopically, they 
were diagnosed as intraepidermal car- 
cinoma. These lesions were not pre- 
ceded by a herpes simplex infection. 
They resolved spontaneously six 
months after their appearance. The 
authors were unable to recover a virus 
from the lesions. Numerous intranu- 
clear structures were seen on electron 
microscopic studies of the lesions. 
Although these structures were simi- 
lar to those reported by Friedrich, the 
authors believed they did not satisfy 
the criteria established for intranu- 
clear herpes virus particles. Again, 
because of the spontaneous regression 
of these lesions, a conservative ap- 
proach to management of early vulvar 
epidermoid carcinomas was advised. 

The Japanese literature recently 
contained two publications describing 
intraepidermal earcinoma in biopsy 
specimens of multicentric, pigmented 
verrucose lesions of the genitalia 
occurring in both male and female 
patients with an age range of 27 to 39 
years. Kumura and Nagashima‘ de- 
scribed a 36-year-old woman with 
areolar and axillary lesions as well as 
those present on her vulva. Topical 
and intralesional applications of bleo- 
mycin were not therapeutically effec- 
tive on these lesions. Kumura and 
Nagashima also used topical applica- 
tions of fluorouracil in a patient with 
penile lesions. This treatment pro- 
duced an initial remission, followed by 
a quiescent period, and then exacerba- 


tion of the carcinoma in situ. The 
penile lesions subsequently were 
treated with liquid nitrogen. This 
modality was effective. The length of 
time the patient has remained free of 
lesions is unknown. Kuwabara et al 
investigated the possible association 
of herpes simplex to these lesions, but 
their findings did not substantiate a 
direct association. No viral organisms 
were grown on tissue cultures of the 
lesions, nor were there any viral 
bodies observed on electron micros- 
copy. Direct immunofluorescent stud- 
ies of these lesions yielded negative 
results when tested for herpes simplex 
and herpes zoster. The patient’s serum 
did not contain elevated titers to 
herpes simplex. 

Our two cases and those we 
reviewed indicate that there is a form 
of intraepidermal carcinoma with 
clinical characteristics quite different 
from classical Bowen’s disease. The 
lesions occur in relatively young 
patients, primarily on the genitalia. 


"They vary in size from 2 to 15 mm and 


in color from red to violet to brown. 
They are usually described as papular, 
with either a smooth or verrucose 
surface. They may be asymptomatic 
or mildly pruritic. Although firm 
evidence of a viral cause has not been 
obtained, many lesions assume the 
clinical appearance and course of viral 
growths. In those patients who were 
treated conservatively, various de- 
grees of spontaneous regression were 
observed. The three patients in whom 
lesions were related to pregnancy had 
complete spontaneous resolutions. Our 
female patient has remained free of 
lesions for two years. She has had no 
additional pregnancies. Additional 
case studies with long-term follow-up 
will provide specific guidelines for 
treatment. 
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Cutaneous Involvement by IgD Myeloma 


Edward C. Gomez, MD, PhD; Michael Margulies, MD; Arkadi Rywlin, MD; 
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* Multiple, firm, nontender, violaceous, 
cutaneous and subcutaneous nodules of 
the abdomen and thighs developed in a 
53-year-old man with proven IgD my- 
eloma. A biopsy specimen showed dermal 
infiltration by large atypical undifferen- 
tiated cells similar to those previously 
found on bone marrow aspiration. Despite 
intermittent improvement with radiothera- 
py and chemotherapy, the patient died 
and an autopsy showed multiple osteolyt- 
ic lesions and massive involvement with 
tumors that encased the pelvic organs, 
infiltrated and replaced portions of the 
psoas muscles, infiltrated the kidneys and 
intestines, and replaced the bone marrow 
by small and intermediate-sized malig- 
nant lymphoid cells. | 

IgD myeloma is a rare hematologic 
malignancy that occurs at a younger age 
than other forms of myeloma, has a high 
incidence of involvement of soft tissues, 
and is a particularly dedifferentiated and 
vicious form of myeloma. 

(Arch Dermatol 114:1700-1703, 1978) 


Ithough multiple myeloma is pri- 
marily a disease characterized 

by proliferation of plasma cells in the 
bone marrow, involvement of soft 
tissues can occur either by contiguous 
extension from a medullary site or the 
formation of true extramedullary tu- 
mors (plasmacytomas). Soft-tissue tu- 
mors are not uncommon but discrete 
skin tumors are unusual. In their 
review of the literature, Wuepper and 
MacKenzie’ found that the dissemina- 
tion of multiple myeloma to skin has 
been described in association with the 
production of all the myeloma globulin 
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classes except IgD and IgE. IgD 
myeloma is one of the rarest types of 
multiple myeloma; it constitutes ap- 
proximately 1% of the cases in large 
series.** It often occurs at a younger 
age than other forms of multiple 
myeloma, has a high incidence of 
involvement of soft tissues, and is 
thought to represent a particularly 
dedifferentiated and more vicious 
form of this disease.’ 

We report a case of an IgD-produc- 
ing hematologic malignancy with dis- 
seminated cutaneous lesions that were 
characterized by dermal infiltrates of 
poorly differentiated cells similar to 
those obtained on bone marrow aspi- 
ration. 


REPORT OF A CASE 


A 53-year-old man was admitted to 
Mount Sinai Medical Center of Greater 
Miami because of anorexia, nausea, head- 
ache, and lethargy. Several weeks prior to 
admission progressively severe low back 
pain had begun. 

On admission the physical examination 
showed no cutaneous findings, organome- 
galy, or adenopathy. 

A complete blood cell count showed a 
hemoglobin level of 9.7 g/dl, a hematocrit 
value of 28.2%, and a WBC count of 9,400/ 
cu mm, with a differential cell count of 53% 
polymorphonuclear neutrophils, 8% bands, 
24% lymphocytes, 11% monocytes, 1% baso- 
phils, 0% eosinophils, 2% metamyelocytes, 
and 1% myelocytes. The platelet count was 
126,000/cu mm and the reticulocyte count 
was 0.8%. Urine immunoelectrophoresis 
showed traces of albumin and a heavy 
amount of free à chains (Bence Jones). An 
ECG and chest roentgenograms were 
normal. Laboratory studies disclosed the 
following values: calcium, 15 mg/dl; creat- 
inine, 6.0%; serum urea nitrogen, 99 mg/dl; 
uric acid, 11.5 mg/dl; and SGOT, 60 units/ 
liter. A skeletal survey showed multiple 
radiolucencies of all vertebrae, the skull, 
ribs, claviculas, scapulae, pelvis, humeri, 
and femora. A bone marrow aspiration of 
the iliac crest showed a heavy and diffuse 
infiltration with poorly differentiated lym- 
phoid cells and some plasmacytoid cells 
(Fig 1). These findings were thought to 
represent either a malignant lymphoma of 


an unclassified type or multiple myeloma 
of a relatively undifferentiated form. 
Serum immunoelectrophoresis showed a 
monoclonal IgD protein with free A chains. 
Immunoglobulin levels were as follows: 
IgG, 580 mg/dl; IgA, 35 mg/dl; IgM, 62 
mg/dl; and IgD, 10,250 mg/dl. (Normal 
values are as follows: IgG, 800 to 1,800 
mg/dl; IgA, 90 to 450 mg/dl; IgM, 60 to 280 
mg/dl; and IgD, 0.3 to 30 mg/dl.) 

The patient was treated with intermit- 
tent chemotherapy consisting of vincris- 
tine sulfate, mephalan, and prednisone. 
The hypercalcemia resolved and the serum 
urea nitrogen value returned to normal 
with this therapy and with hydration. 
Following improvement in his clinical 
state, he was discharged. 

Approximately two months later the 
patient was readmitted to the hospital with 
complaints of pain in the right side of the 
rib cage and in the left hip. He also had 
paresthesias of the feet, especially the left 
foot, and mild weakness of the left lower 
extremity. His blood count showed a hemo- 
globin level of 8.6 g/dl, a hematocrit value 
of 28.9%, and a WBC count of 4,600/cu mm, 
with a differential cell count of 60% poly- 
morphonuclear neutrophils, 9% bands, 24% 
lymphocytes, 6% monocytes, 1% eosino- 
phils, and no basophils. The platelet count 
was 280,000/cu mm and the reticulocyte 
count was 5.2%. Serum chemistry determi- 
nations were normal except for a serum 
urea nitrogen value of 34 mg/dl. The serum 
viscosity was 1.8. Roentgenograms showed 
extradural defects, which were thought to 
represent myeloma of the lumbosacral and 
cervical spine. A brain scan and an EEG 
were normal. 

The patient was seen in consultation by a 
neurologist who believed that his findings 
were consistent with a motor neuropathy 
secondary to vincristine therapy and to 
compression of the left brachial plexus. He 
also had multiple, firm, nontender, viola- 
ceous cutaneous and subcutaneous nodules 
of the abdomen and upper portions of the 
thighs (Fig 2) that, on biopsy, showed an 
infiltration of the dermis by large atypical 
undifferentiated cells that were thought to 
be consistent with lymphoma cutis of the 
large cell type (Fig 3). He was treated with 
local radiotherapy to the symptomatic 
areas, the left knee, the right shoulder, and 
the right hip. A persistent fever developed 
and the patient was found to have Pseudo- 
monas septicemia, as well as blood cultures 
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Fig 1.—Left, Replacement of bone marrow by malignant cells (hema- 
toxylin-eosin, original magnification x 100). Right, High power view 
of cells composing infiltrate in Fig 1, left (hematoxylin-eosin, original 
magnification X 400). 


that were positive for Torulopsis glabrata. 
Skin cultures for acid-fast bacilli, fungi, 
aerobic, and anaerobic bacteria were nega- 
tive, except for the finding of Staphylococ- 
cus epidermidis. The septicemia responded 
to treatment with intravenous gentamicin 
sulfate. Following repeated negative blood 
cultures, chemotherapy was again begun 
with cyclophosphamide (Cytoxan) and vin- 
eristine with regression of the subcuta- 
neous nodules and lessening of the pain in 
the left shoulder and lumbosacral spine. 
During this hospitalization gastrointesti- 
nal bleeding developed and the hemoglobin 
level dropped to 7.1 g/dl. He was given 
multiple blood transfusions. On discharge 
the BUN value was 23 mg/dl and the total 
serum protein level was 4.5 g/dl, with 1.6 
g/dl globulins. His urine showed a trace of 
Bence Jones protein of the A type. The 
patient did well for approximately 2/2 
weeks when acute distress developed 
suddenly and he died shortly after being 
brought to the emergency room. 


AUTOPSY FINDINGS 


Postmortem examination disclosed 
multiple osteolytic lesions of the 
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Fig 2.—Pink nodule of thigh. 


ealvaria and of the right eighth rib, 
which showed a tumor nodule that had 
lestroyed a portion of the rib and 
extended subpleurally into the thorac- 
ic cavity. The pelvis showed massive 
involvement with a tumor that en- 
cased the pelvic organs and sur- 
rounded the lower third of the ureters. 
The tumor infiltrated the psoas mus- 
cles and replaced a considerable 
portion of the left psoas (Fig 4). The 
tumor cells were lymphomatous in 
appearance and not recognizable as 


plasma cells. There was bilateral infil- 
tration of the kidneys by malignant 
cells and there was also acute pyelone- 
phritis bilaterally. There were multi- 
ple submucosal and subserosal lym- 
phomatous infiltrates of the small 
intestine, multiple peritoneal adhe- 
sions, and acute and chronic gastritis. 
The spleen and lymph nodes were 
normal, and the bone marrow showed 
replacement by small and interme- 
diate-sized malignant lymphoid cells 
that were not recognizable as plasma 
cells. The adrenals showed bilateral 
lipid depletion, and there was bilateral 
pulmonary congestion and edema 
with focal early acute bronchopneu- 
monia of the left lung. The heart and 
cardiovascular system were unre- 
markable except for mild focal coro- 
nary arteriosclerosis and mild focal 
aortic atherosclerosis. 


COMMENT 


IgD myeloma was first described by 
Rowe and Fahey in 1965* and has 
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Fig 3.—Left, Low power view showin 
(hematoxylin-eosin, original magnifica 
left, Showing undifferentiated charact 
and chromatin staining pattern (hem 


since been recognized as one of the 
rarer forms of this disease, constitut- 
ing approximately 1% of myeloma 
cases in large series. Based on data 
from 30 patients with IgD myeloma 
and large numbers of patients with 
other types of myeloma, Hobbs and 
Corbett? reported that IgD myeloma 
appears at a younger age than other 
forms of multiple myeloma, behaves 
in a clinieally more vicious manner, 
and has a higher incidence of extraos- 
seous tumors. They found that only 3% 
of patients with IgG-producing and 
1% of IgA-producing tumors showed 
extraosseous involvement that is de- 
tected during life, while 68% of 
patients with IgD myeloma had such 
findings. This exceeds even the rate 
(10%) of extraosseous tumor presenta- 
tion in myeloma of the Bence Jones 
only type (light chain disease), which 
these authors regard as representing 
a dedifferentiated and more aggres- 
sive form of this disease. 

The age of presentation, clinical 
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course, and severe organ involvement 
of our patient are entirely in accord 
with the peak age of presentation and 
pathological findings described by 
Hobbs and Corbett. Soft-tissue in- 
volvement occurred with contiguous 
extension from an intraosseous site 
and with diffuse dissemination to 
form true extramedullary tumors. The 
clinical appearance of the skin lesions 
in our patient is similar to that 
described in the literature for other 
forms of myeloma, consisting of firm 
pinkish-red dermal nodules. Histo- 
pathologically, these nodules showed 
infiltration of the lower dermis and 
adnexa by poorly differentiated ma- 
lignant cellis Not uncommonly, the 
morphological features of the tumor 
cells in the skin of patients with extra- 
medullary tumors are not typical of 
plasma cells, even when the bone 
marrow findings are typical of multi- 
ple myeloma. In addition, IgD my- 
eloma cells have been reported to vary 
from small mature plasma cells to 


g dense infiltrate of lower dermis by malignant cells 
tion x 35). Right, High power view of infiltrate in Fig 3, 
er of cells and marked variation in cell size, nuclear size, 
atoxylin-eosin, original magnification x 400). 


immature nucleolated cells, with some 
cases showing prominent pleomor- 
phism.* Two other patients with IgD 
myeloma without cutaneous involve- 
ment that were seen by us have shown 
typieal plasmacytoid features in the 
bone marrow. In our patient both the 
cutaneous infiltrate, the infiltrates in 
internal organs, and the earliest bone 
marrow specimen show similar poorly 
differentiated malignant cells. In this 
respect our patient is similar to one of 
the two patients described by River 
and Schorr’ who had malignant skin 
tumors owing to multiple myeloma. 
Numerous other workers have de- 
scribed patients with multiple my- 
eloma in whom cutaneous lesions 
resembling reticulum cell sarcoma 
have developed and some, such as 
Waldenström,’ have suggested that a 
different clone of cells arising from 
the reticular system has become 
malignant. Others, such as Domon- 
kos,??*'* have observed patients with 
unquestioned multiple myeloma in 
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Fig 4.—Left, Sections of left psoas muscle at autopsy 
cells and degeneration of remaining muscle fibers 
Right, High power view of Fig 4, left, showing infiltrat 
individual muscle fibers (hematoxylin-eosin, original magnification x 400). 


whom the cell type became progres- 
sively more primitive and finally 
resembled immature reticulum cells. 
There is a problem whether to classify 
such eases as malignant lymphoma or 
as poorly differentiated myeloma. 
Since modern immunologists recog- 
nize plasma cells as modified 
B-lymphocytes, the variation in cell 
type is less surprising. The clinical 
presentation of our case and of other 
such IgD-secreting tumors is more 
typieal of multiple myeloma than of 
malignant lymphoma. Nevertheless, 
since the skin biopsy specimens could 
not be distinguished from an ordinary 
cutaneous lymphoma, dermatologists 
should be aware that some myelomas 
may be seen initially in this fashion. 

In both our patient and that of 
River and Schorr, it is apparent that 
the same cell type involved both the 
marrow and the extraosseous sites, 
including the skin. These poorly 
differentiated cells were present in 
the bone marrow of our patient at the 


Arch Dermatol—Vol 114, Nov 1978 


time of initial presentation. Their 
patient also had onset at an early age 
for multiple myeloma (46 years of age) 
and widespread bony visceral and 
soft-tissue involvement. He had low- 
normal levels of IgA and normal levels 
of IgG, with Bence Jones proteinemia 
and massive Bence Jones proteinuria; 
IgM was absent. Polyvalent antise- 
rum prepared against whole human 
serum usually fails to disclose the 
presence of IgD owing to its relatively 
low serum level and relatively fast 
electrophoretic mobility.’ Thus, it is 
possible that the case reported by 
River and Schorr might have been an 
unrecognized case of IgD myeloma 
instead of an example of the Bence 
Jones only type of myeloma (light 
chain disease), which shares these 
clinieal eharacteristies. The questions 
of whether the cutaneous infiltrates 
secrete the characteristic immuno- 
globulin of the parent tumor cannot 
be answered from these cases since 
immunofluorescence studies were not 


showing massive infiltration of muscle by malignant 
(hematoxylin-eosin, original magnification x 100). 
ion of highly atypical undifferentiated cells between 





done and suitable material is no 
longer available. 


Nonproprietary Names 
and Trademarks of Drugs 


Gentamicin sulfate—Garamycin. 
Melphalan—Alkeran. 
Vincristine sulfate—Oncovin. 
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For Skin That Needs Your Special Skills... 
| Neutrogena... 
for exceptional patient compliance* 


Foroilyor | 
acne-plagued skin 


Neutrogena* Acne-Cleansing Soap 


And for all sensitive skin... Ao Y 
Neutrogena” Soap is a safe, mild cleansing adjunct s] D Netwi 202 
to virtually any treatment regimen ** i p 


Neutrogena* Acne-Drying Gel a N Neutrogena 
4 € | acne-drying gel 


Neutrogena E 


Dedicated to Sensitive Skin Care. 


Neutrogena Corp.. 5755 West 96th Street, Los Angeles, California 90045 


*Journal reprints on clinical evaluation 
describing patient compliance are available on request. 
**Available as unscented formulas. 





PLASTIC/ENT SURGEONS 
DERMATOLOGISTS 


We are a multi-office group expanding in California. 
There are now 13 associates including 6 Board 
Certified/Qualified Surgeons (ENT or Plastic) and 
Board Certified/Qualified Dermatologists. The oppor- 
tunities are for full or part-time positions in California 
and Hawaii. 






THE WESTERN HAIR TRANSPLANT SEMINAR 
January 19-20, 1979 
Los Angeles Bonaventure Hotel 







Co-sponsored by the American Academy of 
Facial Plastic and Reconstructive Surgery 
and the USC School of Medicine 
Postgraduate Division 








Seminar Directors 


Richard W. Fleming, M.D. Toby G. Mayer, M.D. 









If you are Board Certified or Eligible, we have the 
capability of enhancing your present skills with 
additional training, if needed. We do maintain a strict 
division of services according to training. Remunera- 
tion and opportunity for ownership participation are 
excellent. 


This seminar will be an intensive practical course including lectures, 
panel discussions and video tapes covering all aspects of hair replace- 
ment for the beginner and experienced surgeon. 






Punch grafting, flap procedures, scalp reduction and prosthetic devices 
will be discussed in detail by an outstanding multidisciplinary faculty. 






Faculty: Samuel Ayres, Ill, M.D. Sheldon Kabaker, M.D. 
Pierre Fournier, M.D. Ronald S. Matsunaga, D.D.S, M.D. 
Peter M. Goldman, M.D. Charles M. Monell, M.D. 
William R. Simpson, M.D. 








We advertise our services in good taste. We are 
dedicated to providing high quality medical services. 
We invite your personal inspection of our facilities. If 
you have further interests, please send your curric- 
ulum vitae to my personal attention. E. Frankel, M.D., 
4322 Wilshire Blvd. L.A., CA 90010 (213) 938-2191. 


For further information contact: Toby G. Mayer, M.D., c/o USC 
School of Medicine Postgraduate Division, 2025 Zonal Avenue, 
Los Angeles, CA 90033. Telephone: (213) 226-2466. 
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| When cleanliness requires 
more than soap— 


in the hospital, office or home 


BETADINE Skin Cleanser 


Degerms as it cleanses 


—For routine handwashing— In infected acne pimples—when it is important 
for physicians and nurses in the to prevent autoinoculation of new sites. 


hospital and office— hospital To degerm face, hands and body with 
personnel and patients— for 


prompt, broad-spectrum microbicidal action— 
those caring for infants and the BETADINE Skin Cleanser cleanses thoroughly and 
sick at home. gently with a rich golden lather— virtually 

c3For skin degerming— nonirritating* to skin and mucosa— nonstaining to 
in patients with common skin and natural fabrics. 


pathogens, including Staph. Supplied in 4 fl. oz. plastic bottles. 
aureus — postoperative skin care in the hospital and 





*In the rare instance of local irritation or sensitivity, discontinue use by 
home—in skin infections—for general hygiene, the individual. — 
when skin degerming is indicated. Purdue Frederick 


© Copyright 1978, The Purdue Frederick Company/Nor walk, CT 06856 
A9035 202078 








Endometrial Adenocareinoma 
Metastatic to the Scalp 



























utaneous metastasis from endome- 
trial adenocarcinoma is an unusu- 
al occurrence. Our purpose is to report 
a case of endometrial adenocarcinoma 
in which metastasis was first docu- 
mented by findings from a scalp biop- 
sy. In addition, we have reviewed the 
experience at the Johns Hopkins 
Hospital with cutaneous metastasis 
from the uterus. 


Report of a Case 


A 53-year-old primiparous woman no- 
ticed vaginal bleeding in July 1977, six 
years after her menopause. Dilation and 
curettage demonstrated adenoearcinoma 
of the endometrium. A total abdominal 
hysterectomy was performed in August 
_-1977, and no evidence of metastasis was 
found. Pathological examination showed 
tumor invasion halfway through the thick- 
ness of the myometrium. 

. The patient was admitted to Johns 
"Hopkins Hospital in September 1977 for 
pelvie irradiation. A thorough workup 
| failed to document evidence of internal 
metastasis. Results of blood counts, blood 
chemistry studies, using an automated 
multiple analysis system, chest x-ray film 
. with tomography, intravenous pyelogra- 
phy, cystoscopy, sigmoidoscopy, abdominal 
sonography, upper gastrointestinal tract 
"series, lymphangiography,  liver-spleen 
Scan, and a total-body bone scan were 
unremarkable. 

On admission, two pink, tender, 1.0-em in 
diameter subeutaneous nodules on the 
` patient's scalp (Fig 1) were widely excised 
“and examined histologically (Fig 2). Dur- 
: ing the next few weeks, new subcutaneous 
nodules developed over the sacrum, ster- 
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Fig 1.—Close-up of 1.0-cm subcutaneous 
nodule on left frontal scalp. 


num, and occiput. The patient was given 
palliative doxorubicin hydrochloride and 
cyclophosphamide chemotherapy in No- 
vember 1977, and January 1978. She was 
readmitted in February 1978, with multiple 
hepatic and pulmonary metastases. 


Comment 


We have reviewed the autopsy 
index of the Johns Hopkins Hospital 





Year of mE 

Autopsy Primary Tumor | 

.1959 Adenocarcinoma of the en- 
dometrium 













Carcinoma of the cervix, with 
basaloid and adenoid fea- 
tures 


Epidermoid carcinoma of the 
cervix 






Epidermoid carcinoma of the 
cervix 


Autopsy Cases of Uterine Carcinoma Metastatic to the Skin* 


Age, yr 
68 








*From the Johns Hopkins Hospital, 1889 to 1975. 





Fig 2.—Scalp metastasis from endometrial - 
adenocarcinoma. Nests of tumor cells are 


present throughout dermis. This metasta- - 


sis appeared identical to uterine primary. 












. Site of Cutaneous Metastasis 
 Axillae, right anterior shoulder, an- 
terior chest and abdomen, both 
inguinal areas, and mid-thighs,. 
with subcutaneous nodules 
Right shoulder and breast fold, with 
subcutaneous nodules . 

















Right upper chest, left axilla, and 
left wrist, with subcutaneous nod- 
ules O 

Subcutaneous nodules over the 

trunk, sparing the scalp and ex- 

tremities 












Adenocarcinoma--Rasbach et al 
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to define the frequency of uterine 
metastasis to the skin. During the 
years 1889 to 1975, 40,000 postmortem 
examinations were performed. There 
were 494 cases of uterine carcinoma, 
with 343 arising in the cervix, 86 in the 
corpus, and 65 in sites not specified in 
the index. Cutaneous metastases were 
present in three cases of cervical carci- 
noma and in one of endometrial 
adenocarcinoma (Table). The overall 
incidence of cutaneous metastasis in 
uterine cancer was 0.8%. Our autopsy 


m SLY LSS YES TREE Um yam c a EE PE Ee, 
URN UE marron pne "yen menge emm 
LI 





series demonstrated that almost any 
part of the body surface may be 
involved (Table). We were unable to 
find a single report in the literature of 
metastatie uterine cancer that in- 
volved the scalp; however, Gates has 
reported a case of metastasis to the 
head.' 

When uterine carcinomas metasta- 
size to the skin, they often follow 
lymphatic channels to the lower 
portion of the abdomen, groin, and 
upper portion of the thigh.' The early 


Contact Photoallergy to 
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scalp involvement in this case sug- 
gests a hematogenous, rather than 
lymphatic, route of dissemination. 


Nonproprietary Names and 
Trademarks of Drugs 


Cyelophosphamide— Cytoran. 
Doxorubicin hydrochloride—Adriamycin. 


Reference 


1. Gates O: Cutaneous metastases of malig- 
nant disease. Am J Cancer 30:718-730, 1937. 


6-Methyleoumarin in Proprietary Sunscreens 


Kays H. Kaidbey, MD, Albert M. Kligman, MD 


Recently we found that 6-methylcou- 

marin (6-MC), a synthetic fra- 
grance widely used in cosmetics, is 
capable of inducing contact photoal- 
lergy in human volunteers.' Since 
exposure to 6-MC must be exceedingly 
common, we considered that photoal- 
lergy to 6-MC must be more common 
than realized. We now report a case of 
severe photocontact allergic reaction 
developing after the application of 
two popular sunscreens. Both con- 
tained 6-MC as an ingredient. 


Report of a Case 


While vacationing in Jamaica, a 22-year- 
old woman applied a mixture of two popu- 
lar sunscreens to her face, chest, and 
thighs. The active ingredient in one was 
amyl dimethyl p-aminobenzoate (Escalol 
506) and in the other it was homomenthyl 
salicylate (homosalate). Twenty-four hours 
later, she noted intense erythema and 
pruritus, limited to the areas pretreated 
with the sunscreens. By 48 hours, there was 
massive swelling and vesiculation, with 
oozing of the face, and she could not retract 
her eyelids. Edema, vesiculation, and 
erythema were also present over the chest 
and thighs. She was treated conservatively 
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with topical preparations. There was no 
history of sun sensitivity. She was not 
taking any medications. The eruption 
resolved and has not recurred. 

Photopatch testing was conducted with a 
150-W xenon are solar simulator equipped 
with a 2-mm Schott WG 345 and a 2-mm 
UG 5 colored filter, which provided a 
continuous spectrum of long ultraviolet 
light (UV-A, 320 to 400 nm). The UV-A 
irradiance at skin level, measured by a 
calibrated thermopile, was 26.0 mW /sq cm. 
The test agents (see Table) were applied in 
duplicate over the middle portion of the 
back at 10 ul/sq em. The sites were covered 
with squares of nonwoven cotton cloth and 
secured to the skin with occlusive tape. Six 
hours later, one set of patches was uncov- 
ered and exposed to 10 joules/sq em of 
UV-A. It has been determined by previous 
studies that this is the optimal time inter- 
val for irradiation. The  unirradiated 
patches were left in place for 48 hours. A 
normal skin site was also irradiated with 10 


joules/sq em of UV-A. Reactions were 
examined daily thereafter for four days. 

Photopatch testing with the two sun- 
screens was also conducted on three other 
subjects known to be contact photosensi- 
tive to 6-MC and on 14 normal college 
students. 


Results 


Photopatch testing of the patient, 
with both sunscreens, induced a 
spreading vesicular dermatitis, typi- 
eal of photocontact allergy (Table). 
Unexposed controls showed negative 
results, as did the untreated skin site 
exposed to UV-A. The active sun- 
screen ingredients, padimate A and 
homosalate, also failed to provoke a 
reaction. All three subjects who were 
photoallergic to 6-MC had spreading 
indurated and intensely pruritic reac- 
tions to both sunscreens after expo- 


Results of Photopatch Testing at 72 Hours* 


Proprietary 


Sunscreens Alone 


1% 6-MC 


in HOT Escalol 506 





Unirradiated 


Irradiated 


Homosalate 





5% Escalol 
506 in Ethanol 


396 Homosalate 
in HO 





*Grading as suggested by the International Contact Dermatitis Group is as follows: — is no 
reaction; + is weak (nonvesicular) reaction; and ++ is strong (edema and vesiculation) 


reaction. 


+A mixture of 1% 6-methylcoumarin in Hydrophilic Ointment (HO), United States Pharmacopeia. 


Contact Photoallergy—Kaidbey & Kligman 
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reactions were seen in the 14 normal 
subjects. 

High-pressure liquid chromato- 
graphic analysis of the two sunscreens 
by an independent laboratory re- 
vealed substantial levels of 6-MC in 
both (0.032% and 0.2%). 


Comment 


These findings strongly implicate 
6-MC as the photoallergie component 
of the two sunscreens. It should be 
pointed out, however, that other 
ingredients of the sunscreens were 
not tested. 6-Methyleoumarin is em- 


sure to 10 joules/sq em of UV-A. No : 





“ployed as a fragrance in cosmetics, | 


perfumes, soaps, and detergents. The 
usual concentration ranges from 
0.001% to 0.4%. Photosensitization by 
repeated exposure to such agents is 
possible and might explain the posi- 
tive reactions to 6-MC of the three 
otherwise healthy subjects who were 
unaware of this sensitivity. Chemical- 
ly, 6-MC is an organic lactone and 
absorbs maximally in vitro at around 
270 and 320 nm. 

Our previous findings indicate that 
6-MC is a potent photoallergen. We 
therefore expeet many similar cases 
to become apparent, especially since it 


Eruptive Collagenoma 


L. Robert Smith, MD, Benjamin D. Bernstein, MD 


n 1966, the case of a patient with a 
one-year history of asymptomatic 
skin nodules on the back was 
reported.' The histologie picture was a 
proliferation of homogenized, swollen 
. collagen in the dermis. It was believed 
that this lesion was not classifiable 
into any known pathologie entity, and 
it was not known whether it repre- 
sented part of the spectrum of known 
dermal sclerotic processes or a pecu- 
liar reaction pattern in that particular 
patient. 
We have observed a patient with 
similar symptoms and have been 
unable to find any mention of this 
lesion in the American dermatologic 
. literature. 


Report of a Case 


A 35-year-old man was admitted to the 
hospital for shortness of breath and chest 
pain. The patient had many previous 
> admissions for the diagnosis and treat- 
. ment of pulmonary tuberculosis. He was 
seen in consultation by the dermatology 
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department because of asymptomatic nod- 
ules on his arms, back, and abdomen of 
several years’ duration that had not 
changed during the past five years. The 
back lesions suggested a dermatomal 
distribution. He had minimal aene as a 
teenager, and the lesions in question devel- 
oped after his teen years. There were no 
known prior illnesses, trauma, or inciting 
events. 


Histopathology 


Seetions stained with hematoxylin- 
eosin revealed a greatly thickened 
dermis. composed of nodules of thick- 
ened, swollen, and homogenized col- 
lagen bundles. In most areas, these 
bundles stained brightly eosinophilic, 
but there were scattered foci of baso- 
philiestaining. The Masson's trichrome 
stain substantiated this to be collagen. 
Elastic tissue stains were negative in 
these areas. Von Kossa’s stains showed 
the basophilic areas to be ealeium. 


Comment 


The clinical differential diagnosis 
included keloid, osteomas, calcified 
epithelial cysts, leiomyomas, or granu- 
lomas. However, the histologie find- 
ings showed only dense hyalinized 
collagen with some foci of calcifica- 
tion. This then raised the possibility of 
scar, keloid, connective tissue nevus, 
or familial collagenoma. The clinical 





is now the fashion to use fragrances in 












many products other than, cosmetics, 
often at increased concentrations. 


Nonproprietary Name and 
Trademarks of Drug 


Homosalate—Coppertone, Heliophan. 


References 


1. Kaidbey KH, Kligman AM: Photocontact 
allergy to 6-methyl coumarin. Contact Dermati- 
fis, to be published. 

2. Opdyke DLJ: Monographs on fragrance raw 
materials: 6-methyl coumarin. Food Cosmet Toxi- 
col 14:601-633, 1976. 


pieture of multiple lesions and no 
history of prior trauma cast doubt on 
the possibility of sear or keloid. The 
patient also had no other hypertrophie | 
scars or keloid formation on other 
parts of his body. Connective tissue. 
nevus also seemed unlikely because of 
the onset in adulthood, the large size 
of the lesions, and the histologic 
picture. The lesions may occur as 
isolated phenomena?" in association 
with osteopoikilosis*** or as part of 
the syndrome of tuberous. sclerosis.’ 
There are two references to the condi- 
tion of collagenoma. Henderson et al: 
described a familial condition that 
appeared to be histologically identical 
to connective tissue nevus, but the 
clinical picture is quite different. The 
patients had multiple large nodules on 
the trunk, which is quite unlike the 
clinical presentation seen in connec- 
tive tissue nevus, either occurring 
alone or in association with tuberous 
sclerosis or osteopoikilosis. The other 
report of collagenoma is reported as 
eruptive by Cramer.’ The patient was 
a woman who had the onset of multi- 
ple nodules in early adulthood and 
without any associated findings. The 
histologic features appeared similar to 
those in our case, ie, thick swollen 
collagen bundles and hypocellularity. 
The etiology of this remains unclear. 


Eruptive Collagenoma—Smith & Bernstein 









* There is no family history or asso- 
ciated pathologie changes to indicate 
that it eould be part of a syndrome 
such as connective tissue nevus and 
osteopoikilosis or tuberous sclerosis. 
The possibility remains that this is a 
secondary phenomenon, such as keloid 
formation in old acne lesions. Howev- 
er, this seems unlikely in view of the 
distribution, involvement of the ab- 


dominal area, laek of facial involve- 
ment, and no history of preceding 
lesions. 
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Diphtherial Stomatitis 


A Complication of Immunosuppressive Therapy 


Jonathan Zizmor, MD, Sheldon Deluty 


D iphtheria is an acute infectious 

and communicable disease, 
caused by toxigenic strains of the 
Gram-positive rod Corynebacterium 
diphtheriae. The following discussion 
presents the unusual case of a patient, 
substantially older than the age group 
with which diphtheria is usually asso- 
ciated, who contracted the disease as a 
result of treatment he was receiving 
for a totally unrelated condition. 


Report of a Case 


On Jan 1, 1977, a 44-year-old man, who 
was being treated with 75 mg of predni- 
sone per day for disseminated ocular histo- 
plasmosis he had contracted in October 
1976, began to suffer from a sore throat. 
His condition progressively worsened dur- 
ing the next five days, bringing inereased 
difficulty in swallowing and speaking. 
. Examination revealed an inflamed posteri- 
or pharynx and three prominent whitish 
ulcerations on the right septal mucosa, the 
base of the tongue, and the soft palate. The 
patient was hospitalized on Jan 6 and 
symptomatie treatment for relief of the 
pain of the ulcerations was begun. Concur- 
rent with this was a ten-day step-down in 
the daily prednisone dosage, culminating 
in its discontinuance. 

Microscopic analysis of biopsy specimens 
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taken from the nasal and pharyngeal 
tissues on Jan 12 disclosed fibrin, chronic 
inflammatory cells, and spindle cells con- 
sistent with membrane at the base of the 
nasal ulcer and a chronic inflammation of 
the pharyngeal mucosa. The epithelium 
showed no atypia, and no granulomas were 
detected. Cultures from the same tissues 
taken the same day as the biopsy specimen 
were positively identified seven days later 
as a rare toxigenic strain of C diphtheriae 
var mitis. 

The patient had been discharged on Jan 
15—prior to positive identification of the 
diphtheria strain—because sufficient re- 
mission of the ulcers rendered further 
hospitalization unnecessary. However, 
once the diagnosis was confirmed, the 
patient was readmitted on Jan 21. At the 
time of readmission, the patient demon- 
strated a low-grade fever and a slight 
recurrence of lesions in the right nostril 
and on the right side of the soft palate. 

Isolation procedures were used for the 
duration of the hospitalization, and the 
patient was placed on an 11-day series of 
oral erythromycin, beginning with 500 mg 
four times a day for the first 24 hours and 
250 mg four times a day for the remaining 
ten days. Acetaminophen (Tylenol) was 
given, when indicated, for fever control, 
and two 0.5-ml diphtheria-tetanus boosters 
were administered during his stay, with no 
noticeable reaction. The patient declined 
treatment with 20,000 units of equine anti- 
toxin, in light of possible serious side 
effects. The therapy was successful in 
combating the diphtheria, because by Jan 
29 the patient was apyretie, and the ulcer- 
ations had cleared. He was discharged on 
Jan 30, and by Feb 2 nasal and pharyngeal 


cultures failed to show any trace of the 


bacteria. 
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Although the patient could not recall . 
receiving a diphtheria immunization as a- 
child and records were not available, the 
circumstances imply that he in fact 
received an immunization but contracted 
diphtheria owing to a partial suppression 
of his immune system brought on by the 
prolonged administration of a high dosage 
of prednisone. The reasons for this hypoth- | 
esis are quite simple. First, he contracted a 
strain of variation mitis, which is not 
usually fatal if untreated but eauses major 
complications, such as myocarditis, within 
three to 14 days after onset. Yet this 
patient went untreated for at least 15 days, 
with no major complications. This would 
imply minimal, if any, absorption of 
exotoxin. Second, that there was a sponta- 
neous clearing of symptoms by Jan 15~ 


before any medical therapy directed at the 


diphtheria was instituted—points to the 
deerease in and eventual termination of 
the prednisone as the only possible eause 
for remission of the uleerations. Based on 
this hypothesis, the patient was allowed to 
decline the antitoxin therapy, because 
erythromycin in conjunction with the 
patient's own presumed artificial active 
immunity was considered sufficient for 
elimination of the disease. 

Comment 


In light of the fact that the 
prolonged steroid therapy was un- 
doubtedly a primary cause in the 
onset of the diphtheria, we bring this 
case to attention to show that contrac- 
tion of an infectious and communica- 
ble disease—even if the patient has 
been previously immunized—is possi- 
ble as a result of this type of treat- 
ment. 
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published by 
the File of Adverse Reactions to the Skin. 


Amsterdam. 


in iis completely updated 


- second edition. 


. viii -- 112 pages, 205 lit. refs., 
numerous tables with incidence figures for 
-fhe common type of adverse reactions. 


reviews: 
. Arch. Dermatol: The book is highly 
-recommended as a brief reference. 


J. Invest. Derm.: In summary. the Guide 
gan enthousiastically be recommended as 
^a handbook for use when searching for 
“the offending drug in a drug eruption. 


Brit. J. Derm: well worthwhile getting the 
.Sécond edition of this invaluable ready 
reference book. ——— 


| get the guide simply 


by sending your name and address 
to: 

De Zwaluw, P.O.Box 21, Oosthuizen, 
The Netherlands. 

Enclose $ 15.— (postage included) 
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medical publications’ by mail order. 


department of dermatology. Free University. 


in depth studies 
of the health 

care systems of 
Britain and France 


How they operate 

and what they mean 
to users and to people 
who work in them. 


Britain's health care system is pre- 
dominantly nationalized. France of- 
fers its citizens a national health and 
social insurance plan. These compre- 
hensive references cover each system’s 
evolution. . operation.. application... 

problems. ..achievements...and per- 
sonnel. 


The French Health Care System 
(OP-460) costs $3.50; The British 
Health Care System (OP-461), $7.50. 
The set is $10. To order your copies, 
write Order Dept., AMA, 535 N. Dear- 
born St., Chicago, lll. 60610. 


BY PRESCRIPTION ONL 
Before prescribing, please consult complete 
product information, a summary of which 
follows: 
indications: RETIN-A is indicated for topical 
application in the treatment of acne vulgaris, 
primarily grades |, H, and H in which com- 
edones, papules, and pustwes predominate. 
itis not effective in most cases of severe pus- 
tular and deep cystic nodular varieties (acne 
conglobata). 

Contraindications: Lise of the product should 
be discontinued if hypersensitivity to any of 
the ingredients is noted. 
Warnings: Recent studies in hairless albino 
mice suggest that tretinoin may accelerate the 
tumorigenic potential of ultraviolet radiation. 
Although the significance to man is not clear, 
patients should avoid or minimize exposure to 
sun. Concomitant topical medication should 
be used with caution because of possible in- 
teraction with tretinoin. Particular caution 
should be exercised in using preparations 
containing peeling agents (such as sulfur, re- 
sorcinat, benzoy! peroxide, or salicylic acid) 
with RETIN-A. It also is advisable to “rest” a 
patient's skin until the effects of peeling 
agents subside before use of RETIN-A is be- 
gun. Exposure to sunlight, including sun- 
lamps, should be minimized during the use of 
RETIN-A and patients with sunburn should be 
advised not to use the product until fully re- 
covered because of heightened susceptibility 
to sunlight as a result of the use of tretinoin. 
Patients who may be required to have consid- 
erabie sun exposure due to occupation and 
those with inherent sensitivity to the sun 
shouid exercise particular caution. Use of 
sunscreen products and protective clothing 
over treated areas may be prudent when ex- 
posure cannot be avoided. Other weather ex- 
tremes, such as wind or coid, aiso may be 
irritating to patients under treatment with tre- 
tinoin. RETIN-A should be kept away from the 
eyes, the mouth, angles of the nose, and 
mucous membranes. Topical use may induce 
severe locat erythema and peeling at the site 
of application. If the degree of local irritation 
warrants, patients should be directed to use 
the medication less frequentiy discontinue 
use temporarily or discontinue use altogether. 
Tretinoin has been reported to cause severe 
irritation on eczematous skin and should be 
used with utmost caution in patients with this 
condition. 
Precautions: Medicated or abrasive soaps 
and Cleansers, soaps and cosmetics that have 
a strong drying effect, and products with high 
concentrations of alcohol, astringents, spices, 
or lime shouid be used with caution because 
of possible interaction with tretinoin. if medi- 
cation is applied excessively, no more rapid or 
better results will be obtained and marked 
redness, peeling, or discomfort may occur, 
How Supplied: RETIN-A Brand tretinoin is 
supplied as: 
L A0.025% Gel in tubes of 15 grams and 

45 grams. 
2. A 0.195 Cream in tubes of 20 grams and 

0.05% Cream in tubes of 20 grams and 

45 grams. 
3. A 0.0596 Liquid in amber bottles containing 

28 mi. 
4. Foil-Covered Swabs saturated with the 

0.05% liquid, in boxes of 30. 
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Contains: Tretinoin 0.05%, stearic acid, isopropyl 
myristate, polyoxy! 40 stearate, Heu alcohol, 
xanthan gum, sorbic acid, butylated hydroxytoluene. 


Now, with one prescription for 45 grams of Retin-A Brand 
tretinoin 0.05% Cream, you can provide your patient with 
enough medication to bring the acute phase of acne vul- 
garis* under control. 


Like the widely used 45 g. tube of Retin-A Gel, this eco- 
nomical size can also be used in a follow-up prescription 
for months of maintenance and is an especially practical 
size for covering large areas such as the back. While the 
needs of patients do vary, the advantage of writing a 
prescription for the new economical 45 g. tube will apply to 
many of your patients. 


The economical and convenient 45 g. tube. One prescrip- 
tion that can usually take your patient from the acute phase 
to maintenance. 
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EDU E Whether you choose regular 
“Sa LUI AQUACARE or “high potency" 
AQUACARE/HP, you'll find that holding 
water is only one of the things they do well. 


AQUACARE /HP for the more severe dry skin problems. With the superb moisturizing 
capability provided by 10% urea, AQUACARE/HP restores suppleness even to severely xerotic skin. 
Enhanced by the hygroscopic action of glycerin, the active water phase (water, urea and glycerin) of 
AQUACARE/HP accomplishes effective hydration where you need it. 

And the AQUACARE/HP active oil phase lubricates severe dry skin by supplementing the reduced 
lipid content and helping to keep water in contact with the dehydrated tissues. And a unique three- 
emulsifier system unifies the phases in an oil-in-water emulsion which resists washoff. 


AQUACARE for “everyday” dry skin conditions. AQUACARE, 
with 2% urea, has the same exquisite moisturizing base as its higher potency 
companion. This makes it ideal for minor complaints of dishpan hands, mild 
atopic dermatitis, pruritis, etc. Both AQUACARE and AQUACARE/HP bring 
a silky, soothing, “coolness” to dry skin, by virtue of the oil-in-water emulsion. 
And they are both formulated at a pH of 6 to avoid skin irritation. The lack of an 
oily appearance on the skin helps insure that your “cosmetic conscious” patients 


will like AQUACARE'’s looks as well as its feel. 


Excellent compounding vehicle. Because of their stability, and their 


compatibility with a great many useful dermatological preparations, both 
AQUACARE and AQUACARE/HP are outstanding compounding vehicles. You can't choose a more 


pleasing base for your "tailor-made" prescriptions. 


Mild dry skin problems or severe, AQUACARE is one moisturizing product that really holds water. 





Herbert Laboratories 
Dermatology Division of Allergan Pharmaceuticals, Inc. 


Irvine, California 92713, U.S.A. 2834 


* Letters to the Editor 


‘An Experiment in Nature’ 


To the Editor.—I recently saw an “ex- 
periment in nature” that confirmed 
the phototoxic potential of the sun- 
screen padimate A, as reported by 
Kaidbey and Kligman in the April 
1978 issue of the ARCHIVES (114:547- 
549). 

Recently, one of my patients, a 62- 
year-old avid golfer with a history of 
several skin cancers, appeared for a 
routine examination with a marked 
erythema of the head, neek, and 
dorsum of the left arm compatible 
with a sunburn. This was surprising, 
as he has been a scrupulous and 
conscientious user of sunscreens. He 
stated that the burn developed after 
golfing, despite protection with Paba- 
film, a padimate A sunscreen. 

The patient cannot apply sunscreen 
to his right arm, due to a paralysis of 
the left arm from an old stroke (he 
golfs only with his right arm). The 
right arm therefore received no sun- 
screen and yet, paradoxically, was the 
only sun-exposed area that failed to 
“burn,” demonstrating the phototoxic 
nature of the product. 

JEFFREY M. GRANT, MD 
Sun City, Ariz 


Photo-onycholysis 


To the Editor._In the ARCHIVES 
(114:448, 1978), Rau et al reported 
photo-onycholysis due to PUVA. To 
their knowledge this was the first 
report in the medical literature. In 
fact, the association has been docu- 
mented before.” 

Photo-onycholysis was first popu- 
larized as a specific sign of toxicity to 
tetracyclines, but in recent years it 
has become increasingly evident that 
many “light eruptions” can cause 
onycholysis. Byrne et al? described a 
case of porphyria cutanea tarda (PCT) 
precipitated by oral contraceptives in 
which onycholysis was the first mani- 
festation. Similar changes‘ have been 
reported in erythropoietic protopor- 
phyria, “alcoholic” PCT, and actinic 
reticuloid. 

The finding of onycholysis in such a 
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variety of diseases suggests that in 
due course it will be seen in many 
other light eruptions. It is interesting 
to note that of the conditions de- 
scribed above, only tetracyclines and 
PUVA have caused painful onycholy- 
sis. 
RopNEY P. R. DAWBER, 
MA, MB, ChB, FRCP 
Oxford, England 


1. Briffa DV, Warin AP: Photo-onycholysis 
caused by photochemotherapy. Br Med J 2:1150, 
1977. 

2. Zala L, Omar A, Krebs A: Photo-onycholysis 
caused by 8&methoxypsoralen. Dermatologica 
154:203-215, 1977. 

3. Byrne JPH, Boss JM, Dawber RPR: Contra- 
ceptive pill-induced porphyria cutanea tarda 
presenting with onycholysis of the finger nails. 
Postgrad Med J 52:535-538, 1976. 

4. Marsden RA, Dawber RPR: Erythropoietic 
protoporphyria and onycholysis. Proc R Soc Med 
70:572-573, 1977. 


Contact Urticaria, 
Contact Dermatitis, and 
Asthma From Cockroaches 


To the Editor.—Cockroaches are ver- 
min that mainly live in the kitchen of 
hotels and hospitals, in baker’s shops, 
corn mills, storehouses, and similar 
places. They prefer warm rooms and 
dislike light. They cause considerable 
damage by devouring foodstuffs, tex- 
tiles, leather, and paper, furthermore 
by polluting their environment with 
excrement and vomit. Eradication is a 
problem that drives professional ver- 
min-destroyers to despair. Coeck- 
roaches are insects similar to locusts 
and are vectors for a wide variety of 
microbes, for instance streptococci, 
staphylococci, fungi, and yeasts. Zool- 
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ogists know about 500 species but only 
some five of these infest houses.' 

Sometimes cockroaches may be use- 
ful. In the middle of the 19th century a 
powder made from dried cockroaches 
was recommended as a diuretic. 
Nowadays cockroaches are kept in 
laboratories to be used in investiga- 
tions of insect hormones. The goal of 
these efforts is to develop a new class 
of insecticides.* 

Recently I observed dermatitis, 
urticaria, rhinitis, bronchitis, and 
asthma in four research assistants 
whose job was breeding the cockroach 
Periplaneta americana. In 1964 Bern- 
ton and Brown' realized the powerful 
sensitizing properties of cockroaches. 
They reported on asthma and per- 
formed intracutaneous tests with ex- 
tracts from those insects that ob- 
tained positive results in 28% of 114 
subjects suffering from allergie symp- 
toms and in 7.5% of healthy persons. 
In my observation all persons who had 
occupational contact during a certain 
period (months to years) fell ill. I did 
not perform intracutaneous testing. I 
used an extract (method of Bernton 
and Brown) for open testing at the 
volar aspects of the forearms. 

Dilutions of 1:100 and 1:1,000 caused 
wheals (diameter, 5 to 10 mm) within 
approximately 15 minutes, which dis- 
appeared in about half an hour. 
Passive transfer by means of the 
Prausnitz-Küstner method was not 
performed; Bernton et al succeeded in 
doing so. 

Clinieal and laboratory findings of 
my patients are presented in the 
Table. 


Allergic Diseases From Cockroaches 


People at Risk* 


Age, yr/Sex Symptoms 


Epicutaneous 
Test (Open) IgE 


60/M Dermatitis, bronchitis ++ 4 
39/M Contact urticaria, rhinitis ++ 


. “a: 
, 
H H ey 
1, 


27/F Rhinitis, asthma 
10 Controls 
3 atopic 
dermatitis Flexural eczema 


7 healthy r£ 





*None of these patients had atopy. 
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Dermatitis due to cockroaches must 
be classified as protein contact derma- 
titis; contact urticaria may also 
occur.*? 

EBERHARD ZSCHUNKE, MD 
Berlin 


l. Bernton HS, Brown H: Insect allergy: 
Preliminary studies of the cockroach. J Allergy 
35:506-513, 1964. 

2. Berndt K-P, Kremer G: Insektenhormone 
zur Bekämpfung von Gesundheitsscháüdlingen. Z 
Gesamte Hyg 23:521-528, 1977. 

3. Bernton HS, McMahon TF, Brown H: 
Cockroach asthma. Br J Dis Chest 66:61-66, 
1972. 

4. Hjorth N, Roed-Petersen J: Occupational 
protein contact dermatitis in food handlers. 
Contact Dermatitis 2:28-42, 1976. 

5. Odom RB, Maibach HI: Kontakt-Urticaria 
(KU), eine besondere form der Kontaktdermati- 
tis. Z Hautkr 51:815-824, 1976. 


Increased Sensitivity of Xeroderma 
Pigmentosum Skin Fibroblasts 
to Carcinogenic Compounds 


To the Editor.—Recently we published 
an article’ in which we demonstrated 
that nonmalignant skin fibroblasts 
derived from patients with xeroderma 
pigmentosum (XP) exhibit substan- 
tially higher frequencies of mutations 
induced in the cultured cells by expo- 
sure to various reactive metabolites of 
polycyclic aromatic hydrocarbons 
(PAHs) than do skin fibroblasts from 
normal persons. We had previously 
reported that cultured XP cells exhibit 
abnormally high frequencies of muta- 
tions induced by ultraviolet light.’ 
Since the observed greater suscepti- 
bility of these XP cells to induction of 
mutations by low doses of ultraviolet 
light or PAH may be causally related 
to the enhanced cancer prone condi- 
tion of patients with XP, our results 
suggest that patients with XP should 
be protected not only from sunlight, 
as is now common practice, but also 
from PAH. 

Because PAHs result from many 
industrial processes, particularly the 
burning of coal, from household prac- 
tices such as charcoal broiling of meat, 
and from natural processes such as 
forest fires, it is not possible to 
completely prevent human exposure 
to these carcinogenic PAHs. However, 
cigarette smoking may present a 
particular danger since PAHs are 
produced in the burning process, and 
they can immediately be deposited 
along the membranes of the bronchial 
tree. Although the carcinogenic activi- 
ty of cigarette smoke condensate 
cannot be completely accounted for in 
terms of PAHs, it seems likely that 
these compounds play a significant 
role in the induction of human lung 
cancer. 


1716 Arch Dermatol—Vol 114, Nov 1978 


Me A x EPEE = ee ee ee "EP me UN oe ea ^ Ft rl) T rry ww at tes eat ITE Pn nt a TN 
AR 2*3 MERT eee X AU E Zos. - i. ye VR - ef é , y 
eae T E , « , 


We have found that XP cells are 
also more sensitive than normal cells 
to several other classes of carcinogenic 
agents,’ including aromatic amides, 
4-nitroquinoline-l-oxide, and aflatox- 
ins, suggesting that patients with XP 
may also be abnormally sensitive to 
cancer induction by these agents. A 
common source of human exposure to 
aromatic amides is commercial hair 
dyes. Aflatoxins, products of Asper- 
gillus mold that grows on peanuts, are 
sometimes found in peanut products 
produced in the United States, but 
only at extremely low levels. They are 
present at much higher levels in pea- 
nut products in tropical areas because 
of improper storage conditions, and 
their presence in the human diet has 
been associated with the high fre- 
quency of liver cancer seen in these 
areas. 

Because the cells of patients with 
XP are defective in repair of damage 
to DNA caused by exposure to such 
chemicals as well as to sunlight- 
induced damage, it seems to us that 
these patients may be at a consider- 
ably higher risk than normal persons 
and should be counseled about the 
particular danger involved in smoking 
or in dyeing their hair. 

J. JUSTIN McCormick, PhD 
VERONICA M. MAHER, PhD 
East Lansing, Mich 


1. Maher VM, McCormick JJ, Grover PL, et al: 
Effect of DNA repair on the cytotoxicity and 
mutagenicity of polycyclic hydrocarbon deriva- 
tives in normal and xeroderma pigmentosum 
human fibroblasts. Mutat Res 43:117-138, 1977. 

2. Maher VM, Ouellette LM, Curren RD, et al: 
The frequency of ultraviolet light-induced muta- 
tions is higher in xeroderma pigmentosum vari- 
ant cells than in normal human cells. Nature 
261:593-595, 1976. 

3. Maher VM, Birch N, Otto JR, et al: Cytotox- 
icity of carcinogenic aromatic amides in normal 
and xeroderma pigmentosum human fibroblasts 
with different DNA repair capabilities. J Natl 
Cancer Inst 54:1287-1294, 1975. 


Hair Color and Alopecia Areata 


To the Editor.—We have had the 
opportunity to observe four patients 
with baldness of hairy skin in the 
center of which white hair of similar 
length to surrounding hair persisted. 
It was not, therefore, a regrowth of 
white hair on an old lesion of alopecia 
as the baldness had existed for less 
than three months in each case. 

Report of Cases.—CASE 1.—A 55-year-old 
woman with long, graying hair (30 to 40 cm 
in length) two months ago noted a round 
patch (3 cm in diameter) of almost 
complete alopecia in the occipital area. 
Dermatological examination established 
the diagnosis of alopecia areata and 
revealed that white hair remains un- 
changed on the bald patch. 





Persistence of white hair in bald patch of 
alopecia areata. 





CASE 2.—A 55-year-old man with gray 
hair two months ago noted a typical patch 
of alopecia areata on the right side of the 
scalp (Figure) White hair remained 
unchanged on the bald patch. 

CASE 3.—A 59-year-old man with gray 
hair one month ago noted a patch of alope- 
cia areata on the left parietal region of the 
scalp. White hair remained unchanged on 
the patch of alopecia areata. 

CASE 4.—A 61-year-old woman had had 
several episodes of alopecia areata since 
the age of 25. At this time, her hair was 
dark brown. No hair persisted on the bald 
patches of alopecia areata. Ten years ago, 
her scalp hair progressively turned gray. 
Three months ago, new patches of alopecia 
areata appeared. On these new lesions, 
white hair remains unchanged. 

Comment.—All the patients had 
graying hair comprising a mixture of 
black, gray, and white hairs. At the 
center of the bald patch, the density of 
white hair remained exactly compara- 
ble to that of surrounding normal hair. 
These observations suggest, there- 
fore, that the white hair has persisted 
unchanged in the center of bald 
patches. The black or gray hair may 
therefore be more vulnerable to the 
alopecic process than the white hair. 
The reason for this phenomenon is 
unknown. 

Regrowth of white hair on a bald 
patch is frequently observed. In our 
patients a different phenomenon— 
persistence of white hair in the center 
of a bald patch—was seen. This may 
explain eases described as "sudden 
whitening of hair" in medical and 
paramedical literature. In fact, in 
subjects with graying hair (a mixture 
of black, gray, and white hair) diffuse 
fall of pigmented hair, which seems 
more sensitive to the balding in- 
fluence, will result in persistence of 
white hair only. 

Klingmuller' has previously sug- 
gested such a hypothesis. Helm and 
Milgrom? reported the case of a 
patient whose hair suddenly appeared 
to turn white. As the disease pro- 
gressed, their patient developed 
patches of complete hair loss, which 
established the diagnosis of alopecia 
areata. Lerner? suggested that the 
rapid onset of gray or white hair may 
result at a time when approximately 
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half of the hair is gray and a diffuse 
hair loss occurs, most commonly from 
a febrile illness or alopecia areata. 
Since dark hair falls out more readily 
than gray or white hair, over a few 
days nearly all the black hair, but little 
of the gray or white hair, may be lost. 
Loss of the pigmented hair results in 
overall thinning, which may not be 
very noticeable. With only the gray or 
white hair remaining, the patient has 
turned gray "overnight." The obser- 
vation of persistence of white hair on 
bald patches in subjects with graying 
hair and alopecia areata provides an 
additional argument in favor of this 
theory. 

JEAN-PAUL ORTONNE, MD 

RENÉ JEUNE, MD 

Lyon, France 


1. Klingmuller VG: "Uber plotzliches Weis- 
swerden" und psychische Traumen bei der Alope- 
cia Areata. Dermatologica 117:84-92, 1958. 

2. Helm F, Milgrom H: Can scalp hair suddenly 
turn white? Arch Dermatol 102:102-103, 1970. 

3. Lerner AB: Vitiligo. Prog Dermatol 6:1-6, 
1972. 


Nail Deformity With Nonunion of 
Distal Phalanx 


To the Editor.—Patients with chronic 
nail deformities are often seen by a 
dermatologist for nail repair or 
removal. As illustrated in the case 
described below, the deformity can 
result from a bony abnormality sec- 
ondary to trauma. In the absence of 
adequate evaluation, the underlying 
bony abnormality may be overlooked. 


Report of a Case.—A 9-year-old girl was 
seen in our Dermatology Clinic for evalua- 
tion of a deformed fingernail of the left 


Fig 1.—Deformed right ring finger with 
dystrophic nail. 
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Fig 2.—Roentgenogram (lateral view) of 
finger, showing nonunion of distal pha- 
lanx. 


ring finger of four years’ duration. Shortly 
before the appearance of the nail changes, 
she had received a crush injury to the tip of 
the finger. There was a hematoma, but the 
family did not seek medical care. Examina- 
tion revealed a badly scarred nail bed with 
multiple dystrophic nail fragments (Fig 1). 
There was a slight bulbous deformity of 
the distal portion of the finger. Roentgeno- 
gram of the involved finger disclosed a 
nonunion of the distal phalanx (Fig 2). 
Therefore, the patient was referred to an 
orthopedic surgeon for repair of the bony 
defect. She is scheduled to have bone graft- 
ing. 

Comment.—This case is presented to 
illustrate the necessity of adequate 
evaluation prior to performing nail 
surgery. If the nail and nail matrix 
have been removed, as in a case such 
as this, without recognition of the 
bony nonunion, there might have been 
considerable functional deformity due 
to loss of support provided by the nail. 
In addition, there is the possibility of 
osteomyelitis developing postsurgical- 
ly since the pseudojoint space could be 
entered easily. 

ROGER I. CEILLEY, MD 
JACK E. SEBBEN, MD 
Iowa City 


Caffeine as an Adjunct in the 
Treatment of Atopic Dermatitis 


To the Editor.-Kaplan et al (AR- 
CHIVES 114:60-62, 1978) reported that 
caffeine produces beneficial effects 
when used topically with hydrocorti- 
sone in the treatment of atopic derma- 
titis. The authors suggest as the mode 
of action that caffeine inhibits the 
enzyme phosphodiesterase, thereby 
increasing the levels of cyclic adeno- 
sine-3’, 5'-monophosphate (cAMP) in 
the skin, which apparently is responsi- 
ble for alleviating the symptoms of 
atopic dermatitis. We believe that if 
enzyme inhibition is a factor, its role 
is a minor one, since generally enzyme 
inhibitors are effective at low concen- 
tration levels. In their study, Kaplan 
et al used 30% caffeine and 0.5% 
hydrocortisone in hydrophilie oint- 
ment. Since 3096 caffeine is an enor- 
mous quantity of drug to which to 
attribute enzyme inhibition as its 


mechanism of action, we contend that 
the beneficial effects of caffeine can 
be better explained on a physical- 
chemical basis. 

Hydrocortisone is a bulk water- 
insoluble nonpolar drug that must 
penetrate the epidermal and subcuta- 
neous skin layers in order to elicit its 
curative effects in the afflicted areas. 
It is our opinion that in normal 
healthy skin aqueous micellar and 
nonpolar water (coacervate) systems 
provide the vehicle for the absorption 
of nonpolar drugs such as hydrocorti- 
sone.'? In atopic dermatitis the skin is 
dried out and sealing and, therefore, 
there is an absence of water (nonpolar 
as well as polar) to facilitate drug 
absorption. Agents such as caffeine, 
urea, and ascorbic acid are known to 
be capable of liberating bound water 
(nonpolar water) from epidermal and 
subeutaneous tissues. These agents 
thus permit liberated or bulk water to 
migrate to the skin surface, where it 
combines with biosurfactants such as 
phospholipids, lipoproteins, mucopoly- 
saccharides, and so on, forming 
micelles and coacervates that are 
capable of solubilizing hydrocortisone 
and permitting its absorption into the 
diseased skin areas. 

FREDERICK P. SIEGEL, PhD 
BERNARD EcANOW, PhD 
MARTIN I. BLAKE, PhD 
Chicago 


1. Takruri H, Ecanow B, Balagot R: Water as a 
nonpolar partition medium. J Pharm Sci 66:283, 
1977 


2. Siegel FP, Ecanow B: Dermatologicals, in 
Hoover JE (ed) Dispensing of Medication. 
Easton, Penn, Mack Publishing, 1976, pp 147- 
162. 


Halo Around a Histiocytoma 


To the Editor.—A ring of depigmenta- 
tion appeared around a cutaneous 
tumor that proved on microscopic 
examination to be a histiocytoma. To 
my knowledge, halo formation has not 
been previously associated with histio- 
cytoma. 


Report of a Case.—A 35-year-old man had 
an asymptomatic tumor on the medial 
aspect of the left thigh for approximately 
ten years. He sought medical advice 
because of the recent appearance of "a 
white ring" around the tumor. 

The lesion was approximately 1.5 x 1cm 
in diameter, elevated, reddish, firm to 
palpation, and surrounded by a sharply 
defined ring of hypopigmentation (Fig 1). 
Clinically, the lesion resembled a histiocy- 
toma. 


Findings.—The specimen showed a 
connective tissue tumor that occupied 
most of the dermis (Fig 2). The epider- 
mis was somewhat hypertrophic, and 
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there was hyperplasia of the basal 
layer, with patchy melanin pigmenta- 
tion. Separated from the epidermis by 
a grenz zone of connective tissue was 
a poorly delimited mass, which was 
composed of interlacing whorls of 
slender spindle cells and clusters of 
foamy histiocytes enmeshed within a 
dense fibrous stroma. Hemosiderin 
pigment was scattered throughout. 
The small blood vessels were widely 
dilated within the tumor mass. 


Comment.—Halos of depigmenta- 
tion have been associated with a group 
of cutaneous tumors that have in 
common a neuroectodermal derivation 
and in which involution and subse- 
quent regression are heralded by 
appearance of the halo. The halo nevus 
is the prototype of this group. Halo 
formation has occasionally been re- 
ported around cutaneous tumors not 
of neuroectodermal origin. Recorded 
cases in this group include seborrheic 
keratosis, angioma,' thrips bites,’ mol- 
luscum contagiosum,’ and flat warts.’ 
This report documents the appearance 
of a depigmented halo around a histio- 
cytoma, an association not previously 
reported. Perhaps study of uncommon 
association of halo formation will 
provide a clue to the understanding of 
this phenomenon. 

The designation “halo formation” is 





Fig 1.—Halo of depigmentation around 
histiocytoma. 





Fig 2.—Fibrous histiocytoma. Note grenz 
zone and interlacing whorls of spindle 
cells and histiocytes within dense fibrous 
stroma (hematoxylin-eosin, x 50). 
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of halos of depigmentation around 
cutaneous tumors. The term "halo 
nevus" should be limited to those 
tumors that, on microscopic examina- 
tion, are proven to be composed of 
nevus cells. 

ALEXANDER BERMAN, MD 

Milwaukee 


1. Kopf AW, Morrill SD, Silberberg I: Broad 
speetrum of leukoderma acquisitum centrifu- 
gum. Arch Dermatol 92:14-35, 1965. 

2. Goldstein N, Skipworth GB: Papular erup- 
tion secondary to thrips bites: Halos in Hawaii. 
JAMA 203:58-55, 1968. 

3. Labow TA: Molluscum contagiosum. Arch 
Dermatol 102:695, 1970. 

4. Berman A: Depigmented haloes associated 
with the involution of flat warts. Br J Dermatol 
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Halo Nevi Without Dermal Infiltrate 


To the Editor.—In the November 1977 
issue of the ARCHIVES (113:1572-1575), 
Brownstein et al presented a case of 
uninflamed halo congenital nevus 
without epidermal infiltrate. We al- 
ready described a similar case in 1975, 
and since then two new cases were 
observed during our histologic exami- 
nation of 51 halo nevi.” We do not 
think that the lack of infiltrate is a 
characteristic of the congenital halo 
nevus but marks an evolutive stage. 
Like Roenigk et al,’ we distinguish the 
halo nevi that persist over several 
years without involution of the tumor 
from the halo nevi accompanied by a 
rapid involution of the tumor. We 
think it is possible to distinguish the 
following pattern: 

1. Stage of perinevic vitiligo. This 
occurs generally on a single nevus. 
The clinical examination shows no 
inflammatory signs at the periphery. 
In immunofluorescence, no B lympho- 
cytes are observed. This stage can last 
several years or, on the contrary, 
precedes by a few weeks the stage of 
the tumoral involution. It is reversible 
and spontaneous repigmentation of 
the halo (as in vitiligo) can occur, 
without the disappearance of the 
nevus. 

2. Stage of tumoral involution. This 
occurs generally simultaneously on 
several or on the totality of the nevi. 
An inflammatory process and signs of 
depigmentation can be observed. The 
dense infiltrate of lymphoid cells and 
of melanophages disorganizes the 
architecture of the nevus. By immuno- 
fluorescence the presence of B lym- 
phocytes can be revealed. This stage is 
irreversible and leads to the disap- 
pearance of the tumor during the 
following months. 

We think that the first stage is 
linked to a local toxicity that affects 


the melanocytes but not the nevus 
cells. The second stage, on the other 
hand, is linked to an immune reaction 
and consequently is accompanied by a 


dermal lymphomacrophagic infil- 
trate. 
Y. GAUTHIER 
J.-E. SURLEVE-BAZEILLE 
L. TEXIER 


Bordeaux, France 
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al: Microcytotoxicity and serum blocking factors - 
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In Reply.—In our article we did not 
mean to imply that the lack of inflam- 
matory infiltrate is characteristic of 
halo congenital nevus. During the past 
three years I have collected 17 new 
cases of noninflammatory halo nevi; 
14 of these were acquired nevi and 
three were congenital nevi. 

The 17 noninflammatory halo nevi 
had been present from a few weeks to 
a few years, and occurred in nine male 
and eight female patients, aged 12 to 
31 years, with a median of 19 years. 
Seven noninflammatory halo nevi 
were on the back, three on the chest, 
two on the abdomen, two on the arm, 
two on the face, and one on the neck. 
In one patient, halos developed about 
several other nevi. 

In addition to a large number of 
halo nevi showing the “typical” (in- 
flammatory) histologic pattern, I have 
seen examples of the “halo nevus 
phenomenon" microscopically in 
which no halo was present clinically. 
Two of these proved to be malignant 
melanomas. Thus, the inflammatory 
pieture that has been described histo- 
logically in halo nevus may be seen in 
lesions that are not halo nevi, and halo 
nevi of both the congenital and 
aequired types may lack the inflam- 
matory infiltrate that has previously 
been thought to be characteristic 
histologically in halo nevi. 

I suspect the incidence of nonin- 
flammatory halo nevi has been under- 
estimated. Dermatopathologists have 
overemphasized "classic" (inflamma- 
tory) halo nevi and largely ignored the 
noninflammatory ones. I agree that 
noninflammatory halo nevi seem to 
correlate with lack of involution of 
nevi, but I am not certain that all 
inflammatory halo nevi are associated 
with involution. 

MARTIN H. BROWNSTEIN, MD 
Great Neck, NY 


Letters to the Editor 


There are two 
aces of severe acne vulgaris 


INOCIN Minocycline HCI 

ral and Intravenous Brief Summary 

ontraindications: Hypersensitivity to any tetracycline 

larnings: Intravenous use, particularly in pregnancy, in daily doses 
(ceeding 2 grams has been associated with deaths through liver 
ülure. When need for intensive treatment outweighs potential dan- 
?rs, perform renal and liver function tests before and during therapy; 
lso follow serum concentrations. In renal impairment, usual doses 
iay lead to excessive accumulation and liver toxicity. Under such 
onditions, use lower total doses, and, in prolonged therapy, determine 
erum levels. This hazard is of particular importance in I. V. use in 
egnant or postpartum patients with pyelonephritis. In such cases. 
ie blood level should not exceed 15 mcgm/ml. and liver function 
‘Sts should be made at frequent intervals. Do not prescribe other 
potentially hepatotoxic drugs concomitantly. The use of tetracyclines 


BEFORE adjunctive 


® 
CAPSULES 50 mg and 100 mg 
SYRUP 50 mg/5 ml 


MINOCYCLINE HCI .............. 


during tooth development (last half of pregnancy, infancy and child- 
hood to the age of 8 years) may cause permanent discoloration of the 
teeth (yellow-gray-brown). This is more common during long-term use 
but has been observed following repeated short-term courses. Enamel 
hypoplasia has also been reported. Tetracyclines, therefore, should 
not be used in this age group unless other drugs are not likely to be 
effective or are contraindicated. Photosensitivity manifested by an 
exaggerated sunburn reaction has been observed in some individuals 
taking tetracyclines. Advise patients apt to be exposed to direct 
sunlight or ultraviolet light that Such reaction can occur, and discon- 
tinue treatment at first evidence of skin erythema. Studies to date 
indicate that photosensitivity is rarely reported with MINOCIN 
Minocycline HCI. In patients with significantly impaired renal func- 
tion, the antianabolic action of tetracycline may cause an increase in 


BUN leading to azotemia, hyperphosphatemia, and acidosis. CNS side 
effects (lightheadedness, dizziness, vertigo) have been reported, may 
disappear during therapy, end always disappear rapidly when drug 

is discontinued. Caution patients who experience these symptoms 
about driving vehicles or using hazardous machinery while taking this 
drug. Pregnancy: In animal studies, tetracyclines cross the placenta, 
are found in fetal tissues, and can have toxic effects on the developing 
fetus (often related to retardation of skeletal development). Embryo- 
toxicity has been noted in animals treated early in pregnancy. New- 
borns, infants and children: All tetracyclines form a stable calcium 
complex in any bone-forming tissue. Prematures, given oral doses of 
25 mg./kg. every 6 hours, demonstrated a decrease in fibula growth 
rate, reversible when drug was discontinued. Tetracyclines are present 
in the milk of lactating women who are taking a drug in this class. 


(cont'd) 





There are two 
aces of severe acne vulgaris 


MINOCIN Minocycline HC! 
Oral and Intravenous Brief Summary (continued) 


Precautions: Use may result in overgrowth of nonsusceptible orga- 
nisms, including fungi. If superinfection occurs, institute appropriate 
therapy. In veneral diseases when coexistent syphilis is suspected, 
darkfield examination should be done before treatment is started and 
blood serology repeated monthly for at least four months. Patients 
on anticoagulant therapy may requiré downward adjustment of such 
dosage. Test for organ system dysfunction (e.g., renal, hepatic and 
hemopoietic) in long-term use. Treat all group A beta-hemolytic 
streptococcal infections for at least 10 days. Avoid giving tetracycline 
in conjunction with penicillin. 

Adverse Reactions: GI: (with both oral and parenteral use): anorexia, 
nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, in- 
flammatory lesions (with monilial overgrowth) in anogenital region. 


Printed in U.S.A. October 1978 


Right profile of patient 


k 


with acne vulgaris 
clearing after 90 days of 
MINOCIN 50 mg b.i.d 


AFTER adjunctive 


MINOCIN 


MINOCYCLINE HCI 


Skin: maculopapular and erythematous rashes. Exfoliative dermatitis 
(uncommon). Photosensitivity is discussed above (“Warnings”). Renal 
toxicity: rise in BUN, dose-related (see "Warnings '). Hypersensitivity 
reactions: urticaria, angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis, exacerbation of systemic lupus erythematosus. 
In young infants, bulging fontanels have been reported following full 


therapeutic dosage, disappearing rapidly when drug was discontinued. 
Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia. 


CNS: (see "Warnings "). When given in high doses, tetracyclines may 
produce brown-black microscopic discoloration of thyroid glands: no 
abnormalities of thyroid function studies are known to occur. 

NOTE: Concomitant therapy: Antacids containing aluminum, calcium, 
or magnesium impair absorption; do not give to patients taking oral 
minocycline. Studies to date indicate that absorption of MINOCIN 


Minocycline HCI is not notably influenced by foods and dairy products. 


CAPSULES 50 mg and 100 mg 
SYRUP 50 mg/5 ml 


Dosage: 50 mg b.i.d. 


CNS side effects including light- 
headedness, dizziness, or vertigo 
have been reported with MINOCIN. 
Patients who experience these 
symptoms should be cautioned 
about driving vehicles or using 
hazardous machinery while on 
minocycline therapy. 


LEDERLE LABORATORIES 
A Division of American Cyanamid Company 
Pear! River, N.Y. 10965 
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The best way to properl 
llergic patients is to properly 
identify the offending allergen. 
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the in vitro alternative 


Pharmacia Diagnostics AB Pharmacia — 
Uppsala, Sweden Diagnostics 





Argentina Laboratorios Dr. Gador y Cia, SACL Casilla de Correo 4041 1006 BUENOS AIRES. Australia Pharmacia (South Seas) Pty. Ltd. P.O. Box 175 4 Byfield Street NORTH RYOE 
NSW. 2113. Austria Pharmacia Gesellschaft m.b.H. Rathausplatz 4 A-1010 WIEN, Belgium FH. V. Pharmacia Belga S.A. Bid. Gen. Jacqueslaan 26 B-1050 BRUSSELS. Brazil Emprésa: 
Medimex importação e Comercio Lida. Bua Cardoso Marinho, 40 Caixa Postal 33-20-00 RIO DE JANEIRO. Canada Pharmacia (Canada) Ltd. 2044 boul. St. Régis Blvd. DORVAL, Québec 
H9P 1H6. Denmark Pharmacia AS, Herredsvejen DK-3400 HILLEROD. Finland Pharmacia OY Norrskensvágen 6, SF-02100 ESBO. France Pharmacia France S.A. Rue de Marly Parly 2 
F.78150 LE CHESNAY. German Federal Rebublic Deutsche Pharmacia G.m.b.H. Munzinger Strasse 9 Postfach 5480 D-7800 FREIBURG. Great Britain Pharmacia (G.B.) Ltd. Paramount 
House 75 Uxbridge Road LONDON W5 535. Greece G.A Kambanis Imports-Exports-Representations 3 Iridanou Street ATHENS 612. Italy Importex Chimici Farmaceutici S.p.A. P.O, Box 467 
Via Flavia 122/124 -34100 TRIESTE. Mexico internacional Cientifica S.A. Apartado Postal 2-807 Angel del Campo 17-A MEXICO 12 D.E. The Netherlands Gist-Brocades N.V. Diagnostics 
Dept. P.O. Box 324 Frijdastraat 7-9 FUJSWAUK (2 H) 2109. Norway Norsk Pharmacia A/S Postboks 2005 Grünerlokka OSLO 5. Portugal J.A. Baptista D'Almeida Lda. Apartado 1 339 LISBOA 1. 
Spain Atom, Paseo del Monte 34 BARCELONA 12. Sweden Pharmacia Norden AB Diagnostics Dept. Box 159 751 04 UPPSALA 1. Switzerland Pharmacia -pdf- (Schweiz) A.G. 214 Seefeid- 
strasse CH-B034 ZUERICH. USA Pharmacia Diagnostics Division of Pharmacia Inc. 800 Centennial Avenue PISCATAWAY New Jersey 08854. Other countries Pharmacia Diagnostics AB 
fox 17 8-751 03 UPPSALA ! Sweden. 






The oral antipruritic 
with q12h dosage convenienc 
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ing, see complete prescribing information in SK&F litera- 
ture or f | ing is a brief summary.  . © 

j Indications 23078 : 

Based on a review of this drug by the National Academy of Sciences— 


National Research Council and/or other information, FDA has classified the 
indications as follows: 


Effective; For symptomatic relief of pruritic symptoms in urticaria. 


Possibly effective: For relief of pruritic symptoms in neurodermatitis, aller- 


gic dermatitis, contact dermatitis, atopic dermatitis, chickenpox, pruritus 
ani and vulvae. 


Final classification of the less-than-effective indications requires further 
investigation. 


Contraindications: Comatose patients; presence of large amounts of C.N.S. 
depressants; bone marrow depression; idiosyncrasy or hypersensitivity to this 
drug or other phenothiazines; in newborn or premature children; in nursing 
mothers; in acutely ill and/or dehydrated children. 


Warnings: May impair mental and/or physical ability required for potentially 
hazardous tasks (driving vehicles, operating machinery); may impair mental 
alertness in children. Concomitant use with alcphol or other C.N.S. depres- 
sants may have additive effect. Warn patients accordingly. 






























Use with extreme caution in patients with asthmatic att 
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coma, prostatic hypertrophy, stenosing peptic ulcer, pylor oduo 
tion, bladder neck obstruction, patients receiving MAO inh bito 

Do not use in women of childbearing potential. There are reported in: 
jaundice and prolonged extrapyramidal symptoms in infants whe $e mx 
ceived phenothiazines during pregnancy. E EA 


Use with caution in children, as administration may result ir 
overdosage may produce hallucinations, convulsions, sudden dee h. 


Elderly patients (60 or older) are more prone to develop the following phenothi- 
azine side effects: hypotension, syncope, toxic confusional states, extra- 
pyramidal symptoms (especially parkinsonism), excessive sedation. 


Precautions: May increase, prolong or intensify sedative action of C.N.S. de- 
pressants (when administered concomitantly, narcotic or barbiturate dosage 
should be reduced to % or 2); lead to restlessness and motor hyperactivity in 
patient with pain being treated with narcotics; block or reverse the pressor ef- 
fect of epinephrine. Use cautiously in persons (particularly children) with acute 
or chronic respiratory impairment, as it may suppress cough reflex; in persons 
with cardiovascular disease, liver function impairment, or history of ulcer 
disease. The drug's slight antiemetic action may obscure signs of intestinal ob- 
struction, brain tumor, toxic drug overdose. 


Adverse Reactions: (Note: May produce adverse reactions attributable to 
both phenothiazines and antihistamines, although not all the following have 


ontrols the itching promptl 





. While you treat the cause 
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ach ' Spansule’ EB ntains trimepraziqil 
e equivalent to 5 mg. of trimeprazine. 


2d with ‘Temaril’. There have been occasional reports of sudden 
its receiving phenothiazine derivatives chronically: ) Drowsiness, 
)yyramidal reactions (opisthotonos, dystonia, akathisia, dyskinesia, parkin- 
. Sonism), i), particularly with high doses, hyperreflexia in newborn (when used dur- 
LC OA ncy), dizziness, headache, lassitude, tinnitus, incoordination, fa- 
-tigue, blurred vision, euphoria, diplopia, nervousness, insomnia, tremors and 
grand mal seizures, excitation, catatonic-like states, neuritis and hysteria, 
oculogyric crises, disturbing dreams/nightmares, pseudoschizophrenia, 
intensification and prolongation of action of C.N.S. depressants, atropine, heat, 
organophosphorus insecticides. 


Also postural hypotension, reflex tachycardia, bradycardia, faintness, cardiac 
arrest, ECG changes, anorexia, nausea, vomiting, epigastric distress, diarrhea, 
constipation, dry mouth, increased appetite and weight gain, urinary frequency 
and dysuria, urinary retention, early menses, induced lactation, gynecomastia, 
decreased libido, inhibition of ejaculation, false positive pregnancy tests, 
thickening of bronchial secretions, tightness of chest, wheezing, nasal stuffi- 
ness, urticaria, dermatitis, asthma, laryngeal edema, angioneurotic edema, 
photosensitivity, lupus erythematosus-like syndrome, anaphylactoid reactions, 
leukopenia, agranulocytosis, pancytopenia, hemolytic anemia, elevation of 
plasma cholesterol levels, thrombocytopenic purpura, jaundice, erythema, pe- 
ripheral edema, stomatitis, high or prolonged glucose tolerance curves, gly- 
cosy. elevated spinal fluid proteins, reversed epinephrine effects. 















sustained release capsul 










yrolonged phenothiazine adminis il at high dosage, the following 
ave occurred: skin pigmentation, ocular changes (the appearance of len- 
icular and corneal opacities, epithelial keratopathies, pigmentary retinopathy). 
Vision may be impaired. 


Drug Interactions: MAO inhibitors and thiazide diuretics prolong and intensify 
anticholinergic effects. Combined use of MAO inhibitors and phenothiazines 
may result in hypertension and extrapyramidal reactions. Phenothiazines- po- 
tentiate C.N.S. depressant and analgesic effects of narcotics. Phenothiazine 
rr B be potentiated by oral contraceptives, progesterone, reserpine, 
nylidrin 


Supplied: 'Spansule' capsules — in bottles of 50. Syrup — Each 5 ml. tea- 
spoonful contains trimeprazine tartrate equivalent to 2.5 mg. of trimeprazine 
and alcohol 5.7%, in 4 fl. oz. bottles. Tablets — Each tablet contains 
trimeprazine tartrate equivalent to 2.5 mg. of trimeprazine, in bottles of 100 and 
1000. Tablets and 'Spansule' capsules also available in Single Unit Packages 


(SUP) of 100, intended for institutional use only. 


,a Smithkline company 


Smith Kline SFrench Laboratories 
Division of SmithKline Corporation 
Philadeinhia Pa 
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4 economical method 
of permanent 

E hair removal— 
fe trom face, legs, body 
b. 

k To save valuable office time, 
ts you can confidently recommend 
k Perma Tweez to your patients 

k for their home use. 

à 

Ó 

E € Battery-operated instrument self- 

3 sterilizes when current flows. 

4 Patented self-correcting needle. 

E No-puncture safety feature helps 


prevent infection. 


ares 


A € Proved clinically safe 
(report on request). 


p™ = = = FOR PHYSICIAN ORDERING =a um um um = 


GENERAL MEDICAL CO., Dept D-103 
1935 Armacost Ave. 

West Los Angeles, CA 90025 

30 DAY FREE TRIAL EXAMINATION. 
(May be returned with no obligation.) 


[] PERMA TWEEZ $19.95 

[] ATTACHMENT $3.00 
(for treating others) 

[] INVOICE AFTER 30 DAYS 

[] CHECK ENCLOSED 


DR 





STREET 





7 fe E E SR NY |°. 


i eta BAD as ai gales das Se eden ee EUM 


r 
i 
i 
i 
i 
1 
f 
à 
i 
1 
t 
L| 
3 
i 
t 
5 
D 
4 
f 
1 
1 


1724 


RST ET Cri Rer 








TEHNUERUEUPUFISENU PITE REE TET 





HYTONE Cream. | 


(hydrocortisone 


Description: Hydrocortisone 14%, 1% or 21496 in a water-washable cream containing 
purified water, propylene glycol, quce monostearate, cholesterol and related sterols, 
isopropyl myristate, polysorbate 60, cetyl alcohol, sorbitan monostearate, polyoxyl 40 

Stearate and sorbic acid. 


Action: Topical steroids are primarily effective because of their anti-inflammatory, 
antipruritic and vasoconstrictive actions. 


Indications: For relief of the inflammatory manifestations of corticosteroid-responsive 
dermatoses. 


Contraindications: Topical steroids are contraindicated in those patients with a history 
of hypersensitivity to any of the components of the preparation. 


Precautions: If irritation develops, the product should be discontinued and appropriate 
therapy instituted. 


In the presence of an infection the use of an appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately controlled. 


If extensive areas are treated or if the occlusive technique is used there will be increased 
systemic absorption of the corticosteroid and suitable precautions should be taken, 
particularly in children and infants. 


Although topical steroids have not been reported to have an adverse effect on human 
prognanog the safety of their use in pogoni women has not absolutely been established. 
n laboratory animals, increases in incidence of fetal abnormalities have been associated 
with exposure of gestating females to topical corticosteroids, in some cases at rather 
low dosage levels. Therefore, drugs of this class should not be used extensively on pregnant 
patients, in large amounts, or for prolonged periods of time. 


The product is not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have been reported with 
topical corticosteroids, especially under occlusive dressings: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform eruptions, hy opigmentation, perioral 
dermatitis, allergic contact dermatitis, maceration of the skin, secondary infection, skin 
atrophy, striae, miliaria. 


Dosage and Administration: Apply to affected areas 3 or 4 times daily. 
How supplied: 21/96 — Tube 1 02.; 1% and 196 — Tube 1 oz. and Jar 4 oz. 
Caution: Federal law prohibits dispensing without prescription. 


VYTONE Cream 


(diiodohydroxyquin 196, hydrocortisone 1% or 1/294) 


Description: Vytone Cream contains hydrocortisone 0.596 or 196 and diiodohydroxyquin 
1% in a greaseless cream of purified water, propylene glycol, glyceryl monostearate, 
cholesterol and related sterols, sopop myristate, polysorbates 20 and 60, cetyl alcohol, 
sorbitan monostearate, polyoxy! 40 stearate and sorbic acid. 


Actions: Combines the antifungal and antibacterial actions of diiodohydroxyquin with the 
anti-inflammatory and antipruritic effects of hydrocortisone, providing effective therapy for 
broader control of various acute and chronic dermatological disorders. 


Indications: Based on a review of a related drug by the National Research 
koes and subsequent FDA classification for that drug, the indications are as 
0WS: 


"Possibly" Effective: Contact or atopic dermatitis; impetiginized eczema; —— 
nummular eczema; infantile eczema; endogeneous chronic infectious dermatitis; 
stasis dermatitis; pyoderma; nuchal eczema and chronic eczematoid otitis 


externa; acne urticata; localized or disseminated neurodermatitis; lichen simplex 
chronicus; anogenital pruritis (vulvae, scroti, ani): folliculitis, bacterial derma- 
toses. mycotic dermatoses such as tinea (capitis, cruris, -— pedis); 


monilliasis; intertrigo. Final classification of the less-than-e 


J| i Fg ective indications 
requires further investigation. 





Contraindications: Topical steroids are contraindicated in viral diseases of the skin such 
as varicella and vaccinia and in individuals when circulation is markedly impaired. Vytone 
Cream is contraindicated in those patients with a history of hypersensitivity to any of the 
components of the preparation. 


Warnings — Usage in Pregnancy: Although topical steroids have not been reported to 
have an adverse effect on the fetus, the paot of their use on pregnant patients has not 
been absolutely established. Therefore, they should not be used extensively, or in large 
amounts or for prolonged periods of time on pregnant patients. 


Precautions: For external use only. Keep away from eyes. If irritation develops, the 
procuct should be discontinued and appropriate therapy instituted. If extensive areas are 
treated or if the occlusive technique is used, the possi ee exists of increased systemic 
ing lg of the corticosteroid and suitable precautions should be taken. May stain 
Skin, hair, or fabrics. Diiodohydroxyquin may be absorbed through the skin and interfere 
with thyroid function tests. If such tests are contemplated, wait at least one month after 
discontinuance of pel to perform these tests. The ferric chloride test for phenyl- 
cel (PKU) can yield a false positive result if diiodohydroxyquin is present in the 
iaper or urine. 


Prolonged use may result in over rowth of nonsusceptible organisms requiring appropriate 
therepy. Keep out of the reach of children. 


Adverse Reactions: The following adverse reactions have been reported with topical 
Steroids, either with or without occlusive dressings: burning sensations, itching, irritation, 
dryness, folliculitis, secondary infection, skin atrophy, striae, hypertrichosis, acneform 
eruption, and hypopigmentation. 


Dosage and Administration: Apply to affected areas 3 or 4 times daily in accordance 
with physician's directions. 


How Supplied: Tubes, 1 07. 
Caution: Federal law prohibits dispensing without prescription. 


For Patient Starters Call Toll-Free (800) 523-6674 


Dermik Laboratories, Inc., Fort Washington, Pa. U.S.A. 19034 
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HYTONE 22% Cream 


(hydrocortisone) 


for rapid control of the majority of inflammatory dermatoses seen 


in office practice —a logical alternative to the fluorinated steroids. 


Followed by HYTONE 196 or 1/2% Cream, for maintenance 
therapy and ultimate control. 


“go 10 
VYTONE 1% Or ih Cr eam (diiodohydroxyquin 1%, hydrocortisone 1% or 1/276) 


for broader control of various acute and chronic dermatoses — 
hydrocortisone plus the antibacterial/antifungal actions of 
diiodohydroxyquin. 


(Vytone has been evaluated as possibly effective for these indications; see adjoining prescribing information.) 
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Society Transactions 


The Society Proceedings are edited by 
Dr Harry L. Arnold, Jr, Straub Clinic, Hono- 
lulu, Hi 96813. Transactions and photo- 
graphs should be sent, in duplicate, direct- 
ly to him. 


NEW ENGLAND DERMATOLOGICAL 
SOCIETY 


Nov 12, 1975 
Terry P. Hadley, MD, Recorder 


Mycosis Fungoides. Presented by 
BARBARA GILCHREST, MD, and JOHN 
PanRIsH, MD 


A 55-year-old woman developed a prurit- 
ic eezematous eruption in 1971. For the 
next two years, the eruption was treated 
with topical fluorinated steroid creams 
under plastie occlusion, and the patient 
experienced partial clearing of the lesions. 
Between April and December 1973, she had 
40% to 80% of her skin involved with 
plaques and nodules. Treatment with 
methoxsalen and long-wave ultraviolet 
(UV) light (PUVA) was begun in January 
1974. There was complete resolution of the 
lesions after one month, and she remained 
totally free of lesions for 19 months, with 
weekly maintenance doses. During the 
past three months, she has noted occasional 
plaques involving less than 1% of her body 
surface. The only side-effect of the therapy 
has been occasional pruritus. 

Physical examination disclosed a 
healthy-appearing tanned woman with one 
smal] superficial plaque on the left cheek. 
There was no adenopathy or organomega- 
ly, cutaneous atrophy, hair loss, or telan- 
giectasia. 

Results of routine laboratory studies, 
including complete blood cell count and 
renal and hepatic determinations, all 
remained within normal limits. An antinu- 
-clear antibody titer, obtained in September 
1975, was positive at 1:16. The microscopic 
examination of a skin biopsy specimen 
_ obtained in January 1974 disclosed epider- 
_ tal hyperplasia, spongiosis, and a poly- 
.morphous dermal infiltrate that was com- 
posed of lymphocytes of varying sizes 
admixed with eosinophils. Many of the 
lymphocytes were large and irregularly 
shaped, with cleft nuclei and prominent 

nucleoli. Focal lymphocytic invasion of the 
epidermis was also present. 


eM f 


Discussion 


BARBARA GILCHREST, MD: Mycosis fun- 
. goides differs from other lymphomas in 
two ways. First, the disease remains clini- 
cally confined to the skin for a long period 
. of time. Second, the pathology of these 
lesions is often nondiagnositie until rela- 
tively late in the disease course, often after 
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ment of mycosis fungoides is different 
from that of other lymphomas, such as 
Hodgkin's disease, in which aggressive 
radiation therapy for early cases has been 
very successful In general, mycosis fun- 
goides is treated with the least toxic agent 
that controls the skin lesions. This is done 
for three reasons. First, no agent has yet 
been shown to increase the life expectancy 
of patients with mycosis fungoides. Sec- 
ond, the diagnosis of malignancy is often 
unconfirmed in early cases offering the 
greatest hope of cure, and patients with 
benign dermatoses might be subjected to 
unnecessary toxic reactions. Third, the 
more aggressive treatment modalities 
could be misused, so that if an allergy to 
nitrogen mustard develops or if the patient 
receives the maximum tolerable skin dose 
of irradiation, he might be ineligible for 
palliative therapy in the later stages of the 
disease. 

The first and most benign treatment 
modalities are sunlight and conventional 
UV. These are beneficial in mycosis 
fungoides and occasionally will elear some 
early lesions. During the past year and a 
half, the Phototherapy Center at Massa- 
chusetts General Hospital, consisting of 
Drs Fitzpatrick, Parrish, Tannebaum, and 
myself, with the assistance of Drs Haynes 
and Moschella, has accumulated data that 
suggest that UV-A, in conjunction with the 
photosensitizing drug methoxsalen, is as 
effective in controlling mycosis fungoides 
as the conventional treatment modalities, 
without sharing their potential toxicity. 
Since December 1974, 15 patients with 
mycosis fungoides have been referred to us 
because of an unsatisfactory response to 
other forms of therapy. The first ten 
patients had diagnostic skin biopsies, with 
extensive plaques or erythroderma, and in 
two instances had lymphadenopathy. All 
conditions had ceased to respond to topical 
steroids. Six had extensive involvement 
despite the regular use of topical nitrogen 
mustard treatment, and three had become 
sensitized to nitrogen mustard. Significant 
improvement occurred within two to nine 
weeks in nine of these ten cases. Four of 
the conditions cleared completely, and the 
other patients had at least 95% clearing of 
their plaques or, if erythrodermic, a 
marked reduction of their redness and 
sealing. These patients received the treat- 
ment as the psoriasis patients: methoxsa- 
len, 30 to 60 mg (based on body weight), 
was administered two hours before their 
light exposure two to four times per week. 
Emollients were the only other therapy 
used during the clearing phase of treat- 
ment. When patients were totally free 
of lesions, they were given a weekly main- 
tenance treatment. 

The only adverse effects encountered in 
these 15 patients have been localized, 
tender, erythematous macular areas in 
four, mild nausea or pruritus in two, and 
localized chronic phototoxicity in one who 
had coincidental vitiligo. The average 
follow-up period is now 15 months, ranging 
from six months to almost two years. 

During this time, only one patient's 


the diagnosis of mycosis fungoides is made 
on clinical grounds. The approach to treat- 





. condition failed to ent This man had e 


almost total body involvement with 
plaques and nodules, as weH as biopsy- 
proved lymph node involvement. Four 
patients had relapses when they discontin- 
ued PUVA therapy for reasons unrelated 
to their disease. The lesions of all these 
patients again cleared when the patients 
returned to the therapy. One patient, who 
had extreme cutaneous atrophy as the 
result of prior therapy for this disease, 
chose to discontinue PUVA therapy and 
resume topical nitrogen mustard because 
of repeated tender erythematous reactions. 
Five of the patients had recalcitrant 
lesions that required concomitant local 
therapy on one or more occasions. Topical 
and intralesional steroids, x-irradiation, 
electron-beam irradiation, and topical ni- 
trogen mustard have been used on these 
five patients. Nevertheless, 14 of these 15 
patients have good to excellent control of 
skin lesions while on PUVA therapy, 
despite a history of poor response to 
conventional treatment modalities. 

The mechanism by which methoxsalen 
chemotherapy clears myeosis fungoides is 
unknown. Approximately 50% of UV-A, 
wavelengths 320 to 400, penetrates into the 
dermis, the principal site of involvement in 
mycosis fungoides, and is absorbed there. 
The penetration of UV-A is substantially 
deeper than that of sunburn spectrum, 280 
to 320 nm, which is the major output of 
conventional UV light. sources. In the 
presence of UV-A, psoralen forms photoad- 
ducts with thymine in the DNA of human 
epidermal cells and fibroblasts. Mitosis is 
suppressed in such cells for a period of time 
that varies with the PUVA dose. At suffi- 
ciently high doses, the cells die. The malig- 
nant lymphocytes of mycosis fungoides 
divide in the dermal infiltrate, and they 
may be more susceptible than normal eells 
to the photochemieal reaction. 

In summary, oral methoxsalen photo- 
chemotherapy is a safe and effective meth- 
od of controlling early to moderately 
advanced mycosis fungoides for periods of 
at least two years. Unlike other therapies, 
it appears to have no severe toxicity and no 
contraindications or limitations to mainte- 
nance therapy. PUVA is the treatment of 
choice for generalized plaque stage or 
erythrodermic mycosis fungoides. 

A PHYSICIAN: Please discuss the response 
in different areas: the scalp, the mucous 
membranes, or the palms and soles. 

Dr GILCHREST; Almost all of the resistant 
lesions of our patients have been in areas 
that have been relatively shielded from 
light. We have had two patients with resis- 
tant plaques on the scalp and a recurrence 
in one patient in the groin. The areas with 
good light exposure clear faster. 

W. Lever, MD: Have you had any 
patients with Sezary's syndrome? 

DR GiLCHREST: One of the patients has 
at various times 15% to 20% abnormal 
cireulating cells in the blood. This man's 
erythroderma cleared. This patient did 
have some drop in his peripheral WBC 
count, but smears were not examined for 
Sezary's cells during his remission. 

I. BRAVERMAN, MD: In the patients who | 
have had relapse, have biopsy specimens 
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been obtained from the lesions that have 





come back? 

Dr GILCHREST: No. 

S. MoscHELLA, MD: I ean speak of one of 
your eases: The patient discontinued 
PUVA despite the fact that his condition 
was improving. I encouraged him to 
resume PUVA because he had so much 
reactivity to eleetron-beam therapy that he 
already had radiation dermatitis. However, 
he had three main problems with PUVA: 
One was the deep pain or pruritic sensation 
when he had this form of radiation; the 
second was that emotionally he was not 
capable of staying in the light box with all 
the noise for 20 minutes at a time; and the 
third problem was his prolonged require- 
ment for maintenance therapy. 

Dr GiLcHgEsT: Dr Moschella mentioned 
two important problems that we have not 
yet solved. Patients do experience a 
discomfort in their skin, which most call 
itehing. It is very common, not only in 
patients with mycosis fungoides but also in 
psoriatic patients. Some patients describe 
a deep itehy, tight, or uncomfortable feel- 
ing, and we have not been able to prevent 
this or to treat it adequately. It goes away 
when the treatment is stopped or even at 
times when therapy is continued. The 
second problem is that of the light box 
itself. A eooler and quieter box is being 
developed commercially to facilitate pa- 
tient treatments. 

H. Bapen, MD: Is this pruritus encoun- 
tered immediately or several hours after 
the treatment? 

Dr GiLCHREST: It rarely occurs in early 
stages of treatment, but only after several 
weeks. It is not worse during the light 
exposure and gradually resolves as treat- 
ment continues. 

DR BRAVERMAN: We have also treated the 
eczematous dermatitis of patients who 
developed this syndrome. It occurs after 
the fourth or fifth treatment, and they 
have always had edema initially. It is not a 
true burn and the skin is not red. We have 
treated through it, and it goes away after a 
couple of weeks. 

C. McDoNaLD, MD: How extensively did 
you examine the patients with mycosis 
fungoides before PUVA treatment? 

DR GILCHREST: Our workup of these cases 
has been limited. We have not done lapa- 
rotomies or routine lymph node biopsies, 
We have just one patient with definite 
clinical and histological lymph node in- 
volvement. With the exception of the man 
with Sezary’s syndrome and the patient 
just mentioned, no one has had symptoms 
or signs suggestive of extracutaneous 
involvement. 

Dr Lever: Have you treated cases with- 
out the methoxsalen and just with the 
UV-A light? 

Dr GiLCHREST: The patient in the case 
presented today did in fact at first receive 
UV-A on one side and PUVA on the other 
side. The lesions on the side treated with 
UV-A alone did not respond. We did this 
paired comparison in two other patients 
with the same result, but it should be noted 
that the doses of UV-A used were not 
erythemogenie, but rather the same doses 
as were given after methoxsalen. 
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Menkes' Syndrome (Kinky Hair Disease). 
Presented by WARREN GROVER, MD, and 
Gay Dunne, MD 


A 2-year-old white infant, the product of 
normal gestation and delivery, weighed 2.9 
kg at birth. At 8 hours of age, examination 
revealed kinky scalp hair, a cephalhemato- 
ma, small mandible, icterus, and thrombo- 
cytopenia. No substantial hypothermic epi- 
sodes or seizure activity occurred. The only 
sibling, a girl, died at 7 months of age 
following a brief illness. Two male cousins 
who died in infancy had had kinky hair 
disease. 

Physical examination revealed sparse, 
kinky sealp hair and marked hypotonia and 
areflexia. Cerebral angiography and serial 
electroencephalograms were normal. The 
serum copper concentration was 19 ug/dl 
(normal values, 75 to 90 ug /dl) and the liver 
concentration was 14 ug/g of dry weight 
(normal values, 20 to 50 pg/g of dry 
weight). The results of other serum studies, 
including liver enzymes, were within 
normal limits. Increased copper uptake by 
the patient's fibroblasts was demonstrated 
in tissue eulture. The patient was treated 
with intravenous copper sulfate therapy 
beginning at 1 month of age, and normal 
serum and liver copper concentrations 
were attained at 4 months of age. The 
patient's growth measurements reflect 
developmental failure, since the height and 
weight are below the third percentile, 
physieal and mental function are approxi- 
mately at the 10-month level, and the child 
cannot sit unsupported. 


Discussion 


PETER J. KOBLENZER, MD: The appear- 
ance of the hair at birth is characteristic in 
that it is extremely fine and is twirled 
together like cotton balls. Children with 
this disease have progressive neurological 





defects starting almost at the time of 2 
birth, seurvy-like changes of the skeletal — 


system, and the characteristic hair change. 
The biologic defect is an inability to absorb 
copper, and the lack of copper in certain 
enzymes appears to be responsible for the 
fragmentation of elastic tissue and also the 
infantile seurvy-like changes. Prenatal 
diagnosis is now a possibility, since the 
fibroblasts in tissue culture have an abnor- 
mal avidity for copper. The current thera- 
py has changed from intravenous copper to 
alimentary copper chelates, and this child 
is now receiving the latter form of treat- 
ment and appears to be improving. 

Joseph A. Witkowski, MD: Are there 
any vascular abnormalities? 

Dr KOoBLENZER: Yes, on angiography 
there is progressive abnormality of the 
cerebral vascular system, and this appar- 
ently is due to fragmentation of the elastic 
tissue of the vessels. 

A Puysician: What is the long-term 
prognosis? 

Dr KoBLENZER: Very poor. This child has 
had the longest effective copper therapy 
that | am aware of. Perhaps Dr Johnson 
would comment on the histologic appear- 
ance of the hair. 

WaiNE C. Jonnson, MD: The gross and 
microscope features are characteristic, but 
I am not sure that they are diagnostic. 
Other types of kinky hair might appear 
similar. The hair appears curled, the shafts 
are somewhat fragile and break, and some 
areas show a pili torti effect (a twisting 
along the longitudinal axis) (Figure) and 
also show a beading effect spoken of as a 
monilethrix-like change. A normal hair in 
polarized light shows two or three differ- 
ent colors, dichroism or trichroism, but in 
kinky hair disease the hair only shows a 
whitish appearance. With a fluorescent 
microscope, the normal hair shows a 
peripheral greenish autofluorescence and 
lack of fluorescence in the central area; in 
contrast, the hair in kinky hair disease 
shows a weak to diffuse greenish fluores- 
cence. These features appear to be distine- 
tive, but it is also possible that other 
congenital abnormalities of hair might 
show similar features. 


Menkes’ syndrome. Hair appears curled, shafts are fragile, some areas show pili torti 


effect and others show monilethrix-like change (left, x10; right, polarized light, 
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The Western Hair-Transplant Semi- 

nar.~A continuing education seminar 
eosponsored by the American Acade- 
my of Facial Plastic and Reconstrue- 
tive Surgery and the University of 
—. Southern California School of Medi- 
cine Postgraduate Division, covering 
all aspects of hair replacement for the 
- beginner and advanced surgeon, will 
. be held Jan 19-20, 1979, at the Bona- 
venture Hotel in Los Angeles. For 
. further information contact Toby G. 
i Mayer, MD, e/o USC School of Medi- 
= eine, Postgraduate Division, 2025 Zon- 
al Ave, Los Angeles, CA 90033, or 
phone 213-226-2466. 


Eighth Annual Postgraduate Seminar 
in Dermatology.—This seminar for the 
family physician and pediatrician will 
be held March 2-4, 1979, at the Carillon 
Resort Hotel in Miami. It has been 
approved for 17 hours of prescribed 
© credit hours from the American Acad- 

 emy of Family Physicians and 17 
hours of category-1 credit from the 
American Medical Association. Regis- 
tration fee is $195. For further 
information, write William Eaglstein, 
- MD, 6614 Miami Lakes Drive East, 

. Miami Lakes, FL 33014, or phone 305- 
932-2122. 


: Fourth Annual Conference in Skin 
. Disorders for the Nurse.— This confer- 
ence, approved for 14!4 contact hours, 
will be held March 2-4, 1979, at the 
. Carillon Resort Hotel in Miami. Regis- 
> tration fee is $115. For further 
information, write Carolyn North, 
. RN, 6614 Miami Lakes Drive East, 
: Miami Lakes, FL 33014, or phone 305- 
. 932-2122. 


. Joint Meeting of American Society of 
-Dermatopathology and the Dermato- 
. pathology Club.—The American Soci- 
ety of Dermatopathology and the 
- Dermatopathology Club will have a 
. joint meeting with the International 
-= Academy of Pathology meetings in 
. San Francisco in March 1979. Pro- 
. posed presentations of clinicopatho- 
logic correlations, basic research, or 
experimental pathology can be sent to 
. members of the Program Committee 
as follows: John Headington, MD, 
Department of Pathology, University 
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of Michigan Medical School, 1336 E 
Catherine St, Ann Arbor, MI 48104; 
David L. Page, MD, Department of 
Pathology, "Vanderbilt University, 
Nashville, TN 37232; Richard Reed, 
MD, 234 Loyola Ave, Suite 603, New 
Orleans, LA 70112; or David B. Rulon, 
MD, Union Hospital, 659 Boulevard, 
Dover, OH 44622. 


American College of Allergists Con- 
gress.—The 35th annual congress of 
the American College of Allergists 
will be held Jan 27-81, 1979, in San 


Francisco. An intensive two-day post- 


graduate course opens the congress, 
Saturday and Sunday, Jan 27 and 28, 
followed by three days of scientific 
plenary sessions, original papers, 
workshops, and luncheon seminars. 

Credit for category 1, Continuing 
Medical Edueation, for the AMA's 
Physician's Recognition Award will be 
granted on an hour-for-hour basis. 
There will be no fee for residents in 
allergy, fellows in allergy training, 
and nurses in allergy programs pre- 
senting letters from department 
heads of teaching hospitals. — 

For further information, write or 
cal Frances P. White, Executive 
Secretary and Treasurer, American 
College of Allergists, 2141 Fourteenth 
St, Boulder, CO 80302 (318-447-8111). 


Fifth Annual Winter Skin Seminar.— 
The Fifth Annual Winter Skin Semi- 
nar, to be held Feb 11-16, 1979, in 
Aspen, Colo, is designed specifically 
for practicing dermatologists. The 
format of the conference is seminars- 
in-depth, with meetings offered at 
early morning and later afternoon 
sessions, including seminars on der- 
matologic therapeutics. Ample time 
will be allowed for questions and 
discussion. 

Credit is approved for AMA catego- 
ry 1; prescribed credit for AAD. The 
registration fee is $150, which in- 
cludes a nonrefundable administra- 
tive charge of $25. 

For further information, contact 
the Office of Postgraduate Medical 
Education, University of Colorado 
School of Medicine, 4200 E Ninth Ave, 
Denver, CO 80262, or call 303-894- 
5241. 


/ Registry fi for v Intraepitheligi Neoplasia" 
of the Vulva.—The International Soci- 
ety for the Study of Vulvar Disease | 
(ISSVD) announces the establishment - 
of a registry for cases of vulvar _ 
intraepithelial neoplasia. In accor- 
dance with the new nomenclature, this 
includes those cases of squamous cell 
carcinoma in situ (formerly Bowen's 
disease, erythroplasia of Queyrat, and 
carcinoma simplex) as well as cases of 
vulvar Paget’ s disease. The purpose of _ 
the registry is to accumulate epidemi- - 


- ologie and histologic data in order to 


define the biologie characteristics of 
the disease, determine its frequency, 
and identify the high-risk patient. 
Clinical summaries and pathologic 
specimens will be reviewed by the 
Case Consultation Committee of the 


. ISSVD, consisting of Peter J. Lynch 


(University of Arizona Medical Cen- - 
ter, Tueson) J. Donald Woodruff 
(Johns Hopkins Hospital, Baltimore), ` 
Raymond H. Kaufman (Baylor Col- 
lege of Medicine, Houston) and 
Edward J. Wilkinson (Medical College - 
of Wisconsin, Milwaukee), All contrib- 
utors of cases will have ready access to | 
the accumulated data compiled at 
periodic intervals. Physicians desiring 
to register cases or obtain additional 


information are asked to contact + 


Peter J. Lynch, MD, Department of 
Dermatology, University of Arizona, 
Health Sciences Center, Tucson, AZ 
85724 or Raymond H. Kaufman, "MD, 
Department of Obstetries and Gyne- 
cology, Baylor College of Medicine, 
Texas Medical Center, Houston, TX 
77030. 


Sixth Annual Pediatric Dermatology 
Seminar Will Be for the Birds!—It will 
take place in the Galapagos Islands, 
Feb 17-25, 1979. There will be daily 
lectures; CME credit will be awarded. 
Because space is limited on the M/V 
Buccaneer, the largest and most luxu- 
rious ship cruising the Galapagos, 
early reservations are suggested. Tui- 
tion is $150. For information, contact 
Guinter Kahn, MD, 16800 NW Second - 
Ave, North Miami Beach, FL 33169. 


Dermatological Society of Malaysia 
Elects New Officers.-At the third 
annual general meeting of the Derma- 
tological Society of Malaysia, Aug 6, 
1978, the following persons were elect- 
ed to office for the year 1978-1979: 
president, Prof (Dr) B. A. Adam; vice- 
president, Dr Chu Siew Mun; secre- 
tary-treasurer, Dr Chew Hon Nam; 
and committee member, Dr Chang 
Chee Khong. 
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Acne medication 
you dont see... 
with results you do. 





Bensulfoid Lotion in mild acne: 


e An effective formulation of accepted anti-acne compounds. 
* Acts to dislodge sebaceous plugs. 
e Helps remove blackheads and aids in preventing pustules. 
* Non-greasy for greater patient acceptance. 


* Invisible on the skin when properly applied; or may be 
used as a ‘Cover-up. 


* May be used once a day — unless patient feels need for 
additional cosmetic application. 


Bensulfoid Lotion 


Formulation: Bensulfoid, 6% (33% colloidal sulfur); resorcinol, 2%; thymol, 0.5%; Zinc 
oxide, 695; alcohol (v/v), 12%; perfume, cosmetic colors; preservative, Hexachlorophene, 0.1%. 





POYTHRESS ... basic therapeutics for modern patient management. 
William P. Poythress & Company, Inc., Richmond, VA 23261 





TT maso ont CH s 





Order Department, OP-41 
American Medical Association 
535 N. Dearborn St. 

Chicago, Illinois 60610 


Please send me copy(ies) of PHYSICIANS' 
CURRENT PROCEDURAL TERMINOLOGY, 4th Edition. 
OP-41. ($12.00 per copy in U.S., U.S. Poss., Canada, and 
Mexico. $12.50 all other countries.) 





L] Send me information on CPT-4 magnetic computer tape 
versions. 


Please enclose payment (payable to AMA) with order. 


Please Print 
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That's why CPT-4 can cut your 
claims reporting time at least 50% 


Two seconds is all it takes to jot down a CPT five-digit numerical code for 
a medical, surgical, or diagnostic procedure. 


Five seconds is the minimum time it takes to write out a description of 
the same procedure. 


And that's the big reason Physicians’ CURRENT PROCEDURAL 
TERMINOLOGY can dramatically reduce paperwork time for you or 
your administrative staff. Instead of having to write out descriptions of 
procedures on medical reports, you simply insert the CPT codes iden- 
tifying the procedures. It's fast, simple, precise. 


CPT provides a uniform coding system to accurately designate 
medical, surgical, and diagnostic services in terms that provide a uni- 
form language among physicians, patients, and third parties. This new 
fourth edition of Physicians’ CURRENT PROCEDURAL TERMINOL- 
OGY is the most comprehensive and current system available and 
incorporates over 2,000 new and revised procedures. Each procedure 
is listed individually with a clear description and five-digit identifying 
code. 


New CPT Updating Service is available at no additional cost. To 
insure your CPT stays up to date as new terminology is added, you can 
receive new and revised procedures on a regular basis. Updates are on 
self-adhering pages to be affixed to the pages they replace. 


Order today! Buy two—one for yourself, 
one for your medical records clerk! 
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Multiple Actinic Keratoses... 





( r the conservative medical approach? 


Fluoroplex? A medical alternative to Just as effective as higher dosage forms. 
very. T he only topical 5-FU available in Reveals preclinical lesions: | 


i 1. Simmonds, W.L. Read before the North American Clinical Dermatologic Society, 
1% dosage forms aS Cream and Solution Athens, Greece, 1975, quoted in Skin and Allergy News 6:3 (Aug) 1975. 
h paraben free). 


Herbert Laboratories 
The treatment of choice for facial lesions. 


Dermatology Division of 
Allergan Pharmaceuticals, Inc. 
Irvine, California 92713, U.S.A. 





OPLEX«* (fluorouracil) 1% Topical Solution and 1% Topical Cream. DESCRIPTION: Fluoroplex* (fluorouracil) 1% Topical Cream is a stable, standardized cream formulation of fluorouracil 
nulsion base with the following formula: fluorouracil .. . 1.096, with: benzyl alcohol (0.5%), ethoxylated stearyl alcohol, mineral oil, isopropyl myristate, sodium hydroxide, and purified water. 
lex (fluorouracil) 1% Topical Solution is a stable, standardized solution of fluorouracil in a clear propylene glycol base with the following formula: fluorouracil ...1.0%, with: propylene glycol, 
hydroxide-hydrochloric acid to adjust to pH9, and purified water. Fluorouracil is a modified pyrimidine similar to uracil and thymine, with whose metabolism it competes. It is a white crys- 
ubstance with a melting point of 283+2°C., an empirical formula of CaHsFN20» and a molecular weight of 130.08. It has a characteristic ultraviolet absorption maximum of 266-1 milli- 
iin 0.IN HCl. INDICATIONS: Fluoroplex (fluorouracil) 1% Topical Solution and Fluoroplex (fluorouracil) 1% Topical Cream are indicated for the topical treatment of multiple actinic (solar) 
es. CONTRAINDICATIONS: Should not be used in patients with known hypersensitivity to any of the components of the drug. WARNINGS: 1) If an occlusive dressing is used, there may 
icrease in the incidence of inflammatory reactions to the adjacent normal skin. 2) The patient should avoid prolonged exposure to sunlight or other forms of ultraviolet irradiation during 
nt with Fluoroplex as the intensity of the reaction may be increased. Use in Pregnancy: Safety for use in pregnancy has not been established. PRECAUTIONS: The medication should be 
with care near the eyes, nose and mouth. Excessive reaction in these areas may occur due to irritation from accumulation of drug. To rule out the presence of a frank neoplasm, a biopsy 
be made of those areas failing to respond to treatment or recurring after treatment. ADVERSE REACTIONS: Pain, pruritus, burning, irritation, inflammation, dermatitis and telangiectasia 
en reported. Occasionally, hyperpigmentation and scarring have also been reported. DOSAGE AND ADMINISTRATION: The patient should be instructed to apply sufficient medication to 
1e entire face or other affected areas. Apply medication twice daily with non-metallic applicator or fingertips and wash hands afterwards. A treatment period of 2-6 weeks is usually required. 
ing frequency of application and a longer period of administration with Fluoroplex* may be required on areas other than the head and neck. When Fluoroplex is applied to keratotic skin, a 
se occurs with the following sequence: erythema, usually followed by scaling, tenderness, erosion, ulceration, necrosis and re-epithelization. When the inflammatory reaction reaches the ero- 
«rosis and ulceration stage, the use of the drug should be terminated. Responses may sometimes occur in areas which appear clinically normal. These may be sites of subclinical actinic (solar) 
es which the medication is affecting. HOW SUPPLIED: Fluoroplex (fluorouracil) 1% Topical Solution is available in 30 ml plastic dropper bottles. On prescription only. Fluoroplex (fluorouracil) 
ical Cream is available in 30 gm tubes. On prescription only. Avoid freezing. Store at controlled room temperature (59°- 86°F). . 
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Potency in 
lichen simplex 
chronicus 


Lichen simplex chronicus — with its circumscribed, lichenified 
pruritic lesions — remains an erratic, often difficult to control 
dermatosis. Accordingly, Lidex represents an excellent 
choice in the treatment of its inflammatory manifestations. 


Fluocinonide is 100% dissolved in the Lidex base for optimal 
lesion penetration. It offers anti-inflammatory, vasoconstric- 
tive, antipruritic actions and is backed by a proven record 
of performance in dermatology. 


Available in a variety of forms and sizes to suit the needs of 
the individual patient. Cream, ointment, Topsyn"* (fluocinonide) 
gel 0.05%, and Lidex*-E (fluocinonide) 0.05% — a soothing 
ernollient cream. 


The photomicrograph at left shows a cryofractured cross 
section of a lichen simplex chronicus lesion. Extensive 
hyperkeratosis (A) and acanthosis (B) are evident. Nuclei of 
keratinocytes appear in empty oval depressions. Note disor- 
ganized desquamation of superficial corneocytes. (Technique: 
color imposed on photomicrograph, magnified 130X.) 











Lidex 


| (fluo cinonide) 


LX A See following page tor summary 
4 of prescribing information. 





SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 
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LIDEX' (fluocinonide) 
Cream and Ointment 0.05% 


LIDEX"-E (fluocinonide) 
Cream 0.05% 


TOPSYN' (fluocinonide) 
Gel 0.05% 
Summary of prescribing information 


Ractpuon LIDEX cream 0.05%, LIDEX ointment 

0.05%, LIDEX-E cream 0.05%, and TOPSYN gel 0.05% 
contain the active compound fluocinonide. Fluocino- 
nide, which is the 21l-acetate ester of fluocinolone 
acetonide, has the chemical formula 6a, 9-difluoro-118, 
16a, 17, 21-tetrahydroxypregna-l, 4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone, 2l-acetate. 


LIDEX cream contains fluocinonide 0.5 mg/g in FAPG® 
cream, a specially formulated cream base consisting 
of stearyl alcohol, polyethylene glycol 6000, propylene 
glycol, 1,2,6-hexanetriol and citric acid. This white 
cream vehicle is greaseless, non-staining, anhydrous 
and completely water miscible. The base provides 
emollient and hydrophilic properties. In this formu- 
lation, the active ingredient is totally in solution. 


LIDEX ointment contains fluocinonide 0.5 mg/g in 

a specially formulated ointment base consisting of 
Amerchol CAB (mixture of sterols and higher alcohols), 
white petrolatum, propylene carbonate and propylene 
glycol. It provides the occlusive and emollient effects 
desirable in an ointment. In this formulation the 
active ingredient is totally in solution. 


LIDEX-E cream contains fluocinonide 0.5 m /g ina 
water-washable aqueous emollient base ‘oy stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, citric acid 
and purified water. 


TOPSYN gel contains fluocinonide 0.5 mg/g in a 
specially formulated gel base consisting of propylene 
Ro propyl gallate, disodium edetate, and 

arbopol 940 (carboxypolymethylene) with NaOH 
and/or HCl added to adjust the pH. This clear, color- 
less, thixotropic vehicle is greaseless, non-staining 
and completely water miscible. In this formulation, 
the active ingredient is totally in solution. 


Indications For relief of the inflammatory manifes- 
tations of corticosteroid-responsive dermatoses. 


Contraindications Topical steroids are contraindicated 
in vaccinia and varicella. Topical steroids are contra- 
indicated in those patients with a history of hyper- 
sensitivity to any of the components of the preparation. 


Precautions If irritation develops, the cream, oint- 
ment or gel should be discontinued and appropriate 
therapy instituted. 


In the presence of an infection, the use of an appro- 
priate antifungal or antibacterial agent should be 
instituted. If a favorable response does not occur 
promptly, the corticosteroid cream, ointment or gel 
should be discontinued until the infection has been 
adequately controlled. 


If extensive areas are treated, the ponhir exists of 
increased y piens absorption and suitable precau- 
tions should be taken. 


Although topical steroids have not been reported to 
have an adverse effect on pr ancy, the safety of 
their use in pregnant Semcles has not absolutely been 
established. Therefore, they should not be used exten- 
sively on pregnant patients, in large amounts or for 
prolonged periods of time. 


These products are not for ophthalmic use. 


Adverse reactions The following local adverse reac- 
tions have been reported with topical corticosteroids: 
burning sensations, folliculitis, itching, acneform 
eruptions, irritation, hypopigmentation, dryness, 
striae, secondary infection, skin atrophy. 

Dosage and administration A small amount should 
be gently massaged into the affected area three or 
four times daily, as needed. 


How supplied 

LIDEX Cream 0.052; — 15g, 30g and 60g tubes 

LIDEX Ointment 0.05% — 15g, 30g and 60g tubes 
EX-E Cream 0.05% — 15g and 60g tubes 

TOPSYN Gel 0.05*; — 15g and 60g tubes 
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: Proven effective in | 
reduction of total lesions 


* Cosmetically elegant 
vehicle 


* Promoted to 
dermatologists only 
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Description: benzac * 5 contains benzoy! peroxide 5%, polyoxyethylene lauryl ether 6%, alcohol 30% 
(w/w), dimethicone, carbomer 940, di-isopropanolamine, citric acid, fragrance and purified water 
benzac™ 10 contains benzoyl peroxide 10%, polyoxyethylene lauryl ether 6%, alcohol 30% (w/w) 
dimethicone, carbomer 940, di-isopropanolamine, citric acid, fragrance and purified water 





Actions: benzac™ is an effective aid in the topical treatment of acne vulgaris benzac™ provides drying. 
desquamating action. and has been shown to have antibacterial effects against Propionibacterium 
(Corynebacterium) acnes 


Indications: An adjunctive topical therapy for the control of acne vulgaris 


Contraindications: Not to be used by patients having known sensitivity to benzoy! peroxide or any other 
ingredients of the preparation 


PRECAUTIONS: FOR EXTERNAL USE ONLY. Avoid contact with the Tug eyelids, and other mucous 
membranes May bleach hair and colored fabrics. KEEP THIS AND ALL DRUGS OUT OF THE REACH 
OF CHILDREN. 


Dosage and Administration: Atter washing with a mild cleanser and water, apply once or twice daily The 
degree of drying and peeling can be adjusted by modification of the dosage schedule 


How Supplied: benzac™ 5. 60 gram tubes — benzac'* 10, 60 gram tubes 


CAUTION: FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION. 


Owen 


Owen Laboratories, Dallas, Texas 75234 ] 
Division of Alcon Laboratories, Inc. 
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Or prompt clinical improvement in 
orticosteroid-responsive dermatoses 


LUIESTWOOD 


PHARNMEACE UTICALS INC 
Buffalo, New York 14213 
Canada, Belleville, Ontario K8N 5E9 
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Photographed object is an artistic 
interpretation of the manifestations 
of skin disease 


- - - 


without prescription 


YOROCRTSONEVALERAE) CEA 


DESCRIPTION 
Westcort Cream contains hydrocortisone 
valerate, an active, non-fluorinated ester of the 
corticosteroid hydrocortisone. It has the 
following chemical name 
11. 21 -dihydroxy-1 7 a-valeryloxy-4-pregnene- 
3, 20-dione 
The structural formula is 


Each gram of Westcort Cream contains 2.0 mg 
hydrocortisone valerate in a hydrophilic base 
composed of white petrolatum, steary! alcohol, 
propylene glycol, amphoteric-6, carbomer 940, 
sodium phosphate, sodium lauryl sulfate, sorbic 
acid (as preservative) and water 


ACTIONS 

Westcort (hydrocortisone valerate) Cream is 
effective primarily because of its anti- 
inflammatory, anti-pruritic, and vasoconstrictive 
actions 


INDICATIONS 

Westcort Cream is intended for the relief of the 
inflammatory manifestations of corticosteroid 
responsive dermatoses 


CONTRAINDICATIONS 

Topical steroids are contraindicated in viral 
diseases of the skin, such as vaccinia and 
varicella. Topical steroids are contraindicated 
in those patients with a history of hypersensi- 
tivity to any of the components of the prepara- 
tion. Westcort Cream is not for ophthalmic use 


PRECAUTIONS 

if irritation develops, use of the product should 
be discontinued and appropriate therapy 
instituted 


In the presence of infection, an appropriate 
antifungal or antibacterial agent should be 
administered concomitantly. If a favorable 
response does not occur promptly. the steroid 
should be discontinued until the infection has 
been adequately controlled. 


If extensive areas are treated, or if occlusive 
dressings are used, the possibility exists of 
increased systemic absorption of the steroid, 
and suitable precautions should be taken 


Although topical steroids have not been 
reported to have an adverse effect on the fetus, 
the safety of their use during pregnancy has not 
been definitely established. Therefore, they 
should not be used extensively, in large 
amounts, or for prolonged periods of time on 
pregnant patients 


ADVERSE REACTIONS 

The following local adverse reactions have 
been reported with the use of topical 
corticosteroids: burning sensations, itching, 
irritation, dryness, folliculitis, secondary infec- 
tion, skin atrophy, striae, hypertrichosis, 
acneiform eruptions, and hypopigmentation. 


If occlusion is used, it should be noted that the 
following side effects have been reported with 
topical steroids used in this manner: maceration 
of the skin, secondary infection, skin atrophy 
striae, and miliaria 


DOSAGE AND ADMINISTRATION 
A small amount should be massaged gently into 
the affected areas 2 to 3 times daily. as needed 


HOW SUPPLIED 

Westcort (hydrocortisone valerate) Cream, 0.2% 
is supplied in 15 g.. NDC 0072-8100-15; 45 g.. 
NDC 0072-8100-45; and 60 g., NDC 0072- 
8100-60 tubes 
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Neomycin 

Staphylococcus 

Haemophilus HÀ 
Klebsiella ° a 

De bace, Bacitracin 
Escherichia Staphylococcus 
Proteus Corynebacterium 
Corynebacterium Streptococcus 
Streptococcus Pneumococcus 
Pneumococcus 


In vitro overlapping antibacterial action of 


| Polymyxin B 


Pseudomonas 
Haemophilus 
Klebsiella 
Aerobacter 
Escherichia 


Neosporin* Ointment (polymyxin B-bacitracin-neomycin). 






eosporin 
intment 





(Polymyxin B-Bacitracin-Neomycin) 
This potent broad-spectrum antibacterial 
provides overlapping action to help combat 
infection caused by common susceptible pathogens 
(including staph and strep). The petrolatum base 
is gently occlusive, protective and 
enhances spreading. 


Burroughs Wellcome Co. 
Research Triangle Park 


Wellcome North Carolina 27709 





Neosporin 
Ointment 


(Polymyxin B-Bacitracin-Neomycin) 


Each gram contains: Aerosporin* brand Polymyxin B 
Sulfate 5,000 units; zinc bacitracin 400 units; neomycin 
sulfate 5 mg (equivalent to 3.5 mg neomycin base); 
special white petrolatum qs; in tubes of 1 oz and 1/2 oz 
and 1/32 oz (approx.) foil packets. 


WARNING: Because of the potential hazard of nephro- 
toxicity and ototoxxgity due to neomycin, care should be 
exercised when usilhg this product in treating extensive 
burns, trophic ulc@Pation and other ext e conditions 
where absorption of n&mycin is possible. In burns 
where more than 20 percent of the body surface is 


\ 






affected, especially if the patient has impaired renal! 
function or is receiving other aminoglycoside anti- 
biotics concurrently, not more than one application a 
day is recommended. 


When using neomycin-containing products to control 
secondary infection in the chronic dermatoses, 

it should be borne in mind that the skin is 

more liable to become sensitized to many substances, 
including neomycin. The manifestation of sensitization to 
neomycin is usually a low grade reddening with swelling, 
dry scaling and itching; it may be manifest simply as 
failure to heal. During long-term use of neomycin- 
containing products, periodic examination for such 
signs is advisable and the patient should be told to 
discontinue the product if they are observed. These 
symptoms regress quickly on withdrawing the medica- 
tion. Neomycin-containing applications should be 
avoided for that patient thereafter. 


PRECAUTIONS: As with other antibacterial preparations, 
prolonged use may result in overgrowth of nonsus- 
ceptible organisms, including fungi. Appropriate measures 
should be taken if this occurs. 


ADVERSE REACTIONS: Neomycin is a not uncommon 
cutaneous sensitizer. Articles in the current literature 
indicate an increase in the prevalence of persons 
allergic to neomycin. Ototoxicity and nephrotoxicity 
have been reported (see Warning section). 


Complete literature available on request from Profes- 
sional Services Dept. PML. 
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Head & Shoulders* 


Effects of Test Products on Dandruff Condition 












Head & 2.5% Selenium Placebo 
Shoulders Sulfide (Head & Shoulders 
Suspension without Active 






Ingredient) 


*Orentreich, N., et al.: Comparative study of two antidandruff preparations, 
J. Pharm. Sci. 58:1279 (Oct.) 1969. 










Head & Shoulders 


A therapeutic shampoo with zinc pyrithione : 7 Es 





Head & Shoulders 
proved as effective 
as leading Rx 


shampoo in dandruff 
control 


Results of a double-blind clinical study, 
graphically shown at the left, demonstrated 
that Head & Shoulders is as effective in 
reducing the severity of dandruff as the most 
commonly prescribed prescription product. 
The test products were Head & Shoulders, 

a 2.5 per cent Selenium Sulfide Suspension, 
and a placebo (Head & Shoulders without 

its active ingredient). 


Cosmetically pleasing, 


easy to use 


m Leaves hair clean, manageable, and 
attractive. 


a Requires no change in normal shampooing 
techniques to achieve therapeutic effect — 
need not be left on scalp for a specified time. 


= Gentle enough to be used every time your 
patient shampoos. 
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Head & 
Shoulders 


Active Ingredient Zinc Pyrithione 
suspended in an Anionic Detergent 
System 





COMPOSITION: 

Lotion: Zinc Pyrithione in a shampoo 
base of Water; Tea-Lauryl Sulfate; 
Cocamide MEA; Triethanolamine; 
Magnesium Aluminum Silicate; 
Hydroxypropyl Methylcellulose: 
Fragrance; FD&C Green #3: and D&C 
Green #5. 


Cream: Zinc Pyrithione in a shampoo 
base of Water; Sodium Cocoglyceryl 
Ether Sulfonate; Sodium Chloride: 
Sodium Lauroyl Sarcosinate; Cocamide 
DEA; Cocoyl Sarcosine; Fragrance; FD&C 
Green #3; and D&C Green #5. 


INDICATIONS: 
Treatment of dandruff and seborrheic 
dermatitis of the scalp. 


PRECAUTION: 

Not to be taken internally. Keep out of 
children’s reach. Avoid getting shampoo 
in eyes — if this happens, rinse eyes 
thoroughly with water. 


DOSAGE: 

Use at least twice a week initially for two 
weeks, and ad libitum thereafter. A 
minimum of four shampooings are 
recommended before full antiseborrheic 
effectiveness should be expected. Testing 
shows that Head & Shoulders is safe and 
gentle enough to use for every shampoo. 


SUPPLIED: 

Lotion form available in 4.0 fl. oz., 
7.0 fl. oz., 11.0 fl. oz., 15.0 fl. oz. 
Cream form available in 2.5 oz. and 
4.0 oz. jars or 17 oz., 2.5 oz., 4.0 oz., 
and 7.0 oz. tubes. 
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. . -auricle . . . eyelid and scalp. 


proposed area of discussion to: 


4301 X Street 





Jack R. Anderson, M.D., General Chairman 
1111 Tulane Ave. (Ste. 322) 
New Orleans, LA 70112 


in depth studies 
of the health care 
systems of Britain 
and France... 


how they operate 

and what they mean 
to users and to people 
who work in them. 


These highly readable, comprehen- 
sive studies, prepared by a London 
research firm and published by the 
American Medical Association, of- 
fer an opportunity to examine other 
System's organization, problems, 
and achievements. 

: You'll learn how and why the pre- 
sent systems evolved...how they are 
financed...the range and quality of 
services available...the training and 
distribution of medical personnel 
...and what effects each system has 
had upon the health of the general 
population. 


THE AMERICAN ACADEMY OF FACIAL PLASTIC 
AND RECONSTRUCTIVE SURGERY 


with participating co-sponsors 
The American Society for Dermatologic Surgery 


and 
The American College of Chemosurgery 
presents the 


THIRD INTERNATIONAL SYMPOSIUM ON PLASTIC AND 
RECONSTRUCTIVE SURGERY OF THE HEAD AND NECK 


April 29-May 4, 1979, New Orleans 


The program will present many of the world's foremost specialists in facial plastic and reconstructive surgery. 


Through formal papers, courses, video tapes, films, and other curriculum media, these distinguished sur- 
geons and physicians will share their knowledge, skills and experience in plastic and reconstructive surgery of 
. . -the nose. . . ear. . . oral cavity, tongue and jaws . . . pharynx, larynx, esophagus and trachea. . . face 


FINAL CALL FOR SCIENTIFIC PAPERS AND INSTRUCTION COURSES 
Please submit for consideration title and a one-page abstract describing your 


Leslie Bernstein, M.D. 
Symposium Program Chairman 


Sacramento, California 95817 
DEADLINE DECEMBER 31, 1978 


For Symposium Information and Registration write: 
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Everyone in the medical profes- 
sion should read both of these fascin- 
ating studies on how other nations 
have organized the delivery of health 
care. 

Both books will be available Fall 
of 1976. To order your copies, write 
ORDER DEPT., AMA, 535 N. DEAR- 
BORN ST., CHICAGO, ILL. 60610. 
The French Health Care System 
(OP-460) costs $3.50; the British 
Health Care System (OP-461), $7.50. 
The set is $10. Remittance must 
accompany order. 
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withhold steroid until infection is controlled. If extensive 
areas are treated, take precautions against systemic 
absorption. Do not use extensively, in large amounts, or 
for prolonged periods in pregnant women. Not for oph- 
thalmic use. 


Occlusive dressing increases percutaneous absorption; 
extensive use may cause systemic effects. If large areas 
are treated, use sequentially and observe patient closely. 
May cause steroid withdrawal. Discontinue if body tem- 
perature rises, sensitivity reaction or infection develops. 


Adverse Reactions 

Burning, itching, irritation, striae, skin atrophy, secondary 
infection, ‘dryness, folliculitis, hypertrichosis, acneform 
eruptions, and hypopigmentation. With occlusive dress- 
ings: maceration of the skin, secondary infection, skin 
atrophy, striae, and miliaria. 


Dosage and Administration 
Ointment: Apply one to three times daily. 
Cream: Apply two to four times daily. 


How Supplied 


Ointment or Cream 0.05% in 15 and 30 gm tubes. 


CAUTION: Federal law prohibits dispensing without pre- 
scription. 
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U.V. PHOTOTHERAPY RADIOMETER 


for PHOTOCHEMOTHERAPY of 
PSORIASIS 


Features: 

* Direct readout in milliwatts/cm?. 

* Spectral response to match the photosensitization of skin. 

* Sensitivity from 0.3 to 100 milliwatts/cm?, full scale. 

* Wide field of view to match the cosine receiving function of 
human skin. 

. omer rugged and battery operated for full portability and 
safety. 

* L.E.D. battery status indicator lamp. 

* Silicon photodiode detector for maximum stability.. 


Write Dept. A 


international light. 


Specialists in Light Measurement 


DEXTER INDUSTRIAL GREEN 
NEWBURYPORT, MA. 01950 617-465-5923 





PLASTIC/ENT SURGEONS 
DERMATOLOGISTS 


We are a multi-office group expanding in California. 
There are now 16 associates including 8 Board 
Certified/Qualified Surgeons (ENT or Plastic) and 
Board Certified/Qualified Dermatologists. The oppor- 
tunities are for full or part-time positions in California 
and Hawail. 


If you are Board Certified or Eligible, we have the 
capability of enhancing your present skills with 
additional training, if needed. We do maintain a strict 
division of services according to training. Remunera- 
tion and opportunity for ownership participation are 
excellent. 


We advertise our services in good taste. We are 
dedicated to providing high quality medical services. 
We invite your personal inspection of our facilities. If 
you have further interests, please send your curric- 
ulum vitae to my personal attention. E. Frankel, M.D., 
4322 Wilshire Blvd. L.A., CA 90010 (213) 938-2191. 





Multiple Actinic Keratoses... 
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C r the conservative medical approach: 


Fluoroplex? A medical alternative to Just as effective as higher dosage fo 
urgery. The only topical 5-FU available in Reveals preclinical lesions: 
yw 1% dosage forms...Cream and Solution Shino WL MAE en ee are Aue Ui. D 
yoth paraben free). Herbert Laboratories 


Allergan Pharmaceuti 


The treatment of choice for facial lesions. irvine California 927 


IUOROPLEX* (fluorouracil) 1% Topical Solution and 1% Topical Cream. DESCRIPTION: Fluoroplex® (fluorouracil) 1% Topical Cream is a stable, standardized cream formulation of f 
an emulsion base with the following formula: fluorouracil ...1.0%, with: benzyl alcohol (0.5%), ethoxylated stearyl alcohol, mineral oil, isopropyl myristate, sodium hydroxide, and puri 
joroplex (fluorouracil) 1% Topical Solution is a stable, standardized solution of fluorouracil in a clear propylene glycol base with the following formula: fluorouracil ...1.0%, with: propyl 
lium hydroxide-hydrochloric acid to adjust to pH9, and purified water. Fluorouracil is a modified pyrimidine similar to uracil and thymine, with whose metabolism it competes. lt is a ' 
ine substance with a melting point of 283+2°C., an empirical formula of CaHaFN2O» and a molecular weight of 130.08. It has a characteristic ultraviolet absorption maximum of 2€ 
-rons in 0.1N HCl. INDICATIONS: Fluoroplex (fluorouracil) 1% Topical Solution and Fluoroplex (fluorouracil) 1% Topical Cream are indicated for the topical treatment of multiple act 
-atoses. CONTRAINDICATIONS: Should not be used in patients with known hypersensitivity to any of the components of the drug. WARNINGS: 1) If an occlusive dressing is used, 
an increase in the incidence of inflammatory reactions to the adjacent normal skin. 2) The patient should avoid prolonged exposure to sunlight or other forms of ultraviolet irradiat 
atment with Fluoroplex as the intensity of the reaction may be increased. Use in Pregnancy: Safety for use in pregnancy has not been established. PRECAUTIONS: The medicatior 

plied with care near the eyes, nose and mouth. Excessive reaction in these areas may occur due to irritation from accumulation of drug. To rule out the presence of a frank neoplasr 
uld be made of those areas failing to respond to treatment or recurring after treatment. ADVERSE REACTIONS: Pain, pruritus, burning, irritation, inflammation, dermatitis and tel; 
ve been reported. Occasionally, hyperpigmentation and scarring have also been reported. DOSAGE AND ADMINISTRATION: The patient should be instructed to apply sufficient mé 
rer the entire face or other affected areas. Apply medication twice daily with non-metallic applicator or fingertips and wash hands afterwards. A treatment period of 2-6 weeks is usuall 
reasing frequency of application and a longer period of administration with Fluoroplex® may be required on areas other than the head and neck. When Fluoroplex is applied to kerat 
sponse occurs with the following sequence: erythema, usually followed by scaling, tenderness, erosion, ulceration, necrosis and re-epithelization. When the inflammatory reaction reacl 
n, necrosis and ulceration stage, the use of the drug should be terminated. Responses may sometimes occur in areas which appear clinically normal. These may be sites of subclinical act 

wratoses which the medication is affecting. HOW SUPPLIED: Fluoroplex (fluorouracil) 1% Topical Solution is available in 30 ml plastic dropper bottles. On prescription only. Fluoroplex (fl 


a. Topical Cream is available in 30 gm tubes. On prescription only. Avoid freezing. Store at controlled room temperature (599. 869 F). ; i 
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Potency in 
lichen simplex 
chronicus 


Lichen simplex chronicus — with its circumscribed, lichenified 
pruritic lesions — remains an erratic, often difficult to control 
dermatosis. Accordingly, Lidex represents an excellent 
choice in the treatment of its inflammatory manifestation: 


Fluocinonide is 100% dissolved in the Lidex base for optimal 
lesion penetration. It offers anti-inflammatory, vasoconstric- 
tive, antipruritic actions and is backed by a proven record 
of performance in dermatology. 


Available in a variety of forms and sizes to suit the needs of 
the individual patient. Cream, ointment, Topsyn® (fluocinonide) 
gel 0.05%, and Lidex"-E (fluocinonide) 0.05% — a soothing 
emollient cream. 


The photomicrograph at left shows a cryofractured cross 
section of a lichen simplex chronicus lesion. Extensive 
hyperkeratosis (A) and acanthosis (B) are evident. Nuclei of 
keratinocytes appear in empty oval depressions. Note disor- 
ganized desquamation of superficial corneocytes. ( Technique 
color imposed on photomicrograph, magnified 130X.) 


Lidex 


~ (fluocinonide) 
~ OOS% Se folowing page fr summary 
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LIDEX' (fluocinonide) 
Cream and Ointment 0.05% 


LIDEX E (fluocinonide) 
Cream 0.05% 


TOPSYN' (fluocinonide) 
Gel 0.05% 


Summary of prescribing information 
Description LIDEX cream 0.05%, LIDEX ointment 
0.05%, LIDEX-E cream 0.05%, and TOPSYN gel 0.05% 
contain the active compound fluocinonide. Fluocin- 
onide, which is the 21-acetate ester of fluocinolone 
acetonide, has the chemical formula 6a, 9-difluoro- 
118, 16a, 17, 21-tetrahydroxypregna-1, 4-diene-3, 
20-dione, cyclic 16, 17-acetal with acetone, 21-acetate 


LIDEX cream contains fluocinonide 0.5 mg./g. in 
FAPG" cream, a cream base of stearyl alcohol, 
polyethylene glycol 6000, propylene glycol, 1, 2, 
6-hexanetriol and citric acid. This white cream 
vehicle is greaseless, non-staining, anhydrous and 
water miscible. The base provides emollient and 
hydrophilíc properties. In this formulation, the active 
ingredient is totally in solution. 


LIDEX ointment contains fluocinonide 0.5 mg./g. 

in an ointment base consisting of Amerchol CAB 
(mixture of sterols and higher alcohols), white 
petrolatum, propylene carbonate and propylene 
glycol. It provides the occlusive and emollient effects 
desirable in an ointment. The active ingredient is 
totally in solution. 


LIDEX-E cream contains fluocinonide 0.5 mg./g. ina 
water-washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, citric acid 
and purified water. 


TOPSYN gel contains fluocinonide 0.5 mg./g. in 

a gel base consisting of propylene glycol, propyl 
gallate, disodium edetate, and Carbopol 940 
(carboxypolymethylene) with NaOH and/or HCl 
added to adjust the pH. This clear, colorless, 
thixotropic vehicle is greaseless, non-staining and 
completely water miscible. The active ingredient is 
totally in solution. 


Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 


Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitivity 
to any of the components of the preparation. 


Precautions If irritation develops, discontinue cream, 
ointment or gel and institute appropriate therapy. 


In presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. 

It a favorable response does not occur promptly, 
discontinue the corticosteroid cream, ointment or gel 
until the infection has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 


nique is used, there will be increased systemic absorp- 


tion of the corticosteroid and suitable precautions 
should be taken, particularly in children and infants. 


The satety of topical steroids in pregnant women 

has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure 

of gestating females to topical corticosteroids, in 
some cases at rather low dosage levels. Therefore, 
drugs of this class should not be used extensively on 
pregnant patients, in large amounts or for prolonged 
periods of time. 


These products are not for ophthalmic use. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning. itching, irrita- 
tion, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, 
allergic contact dermatits, maceration of the skin, 
secondary infection, skin atrophy. striae, miliaria. 


Dosage and Administration A small amount should 
be gently massaged into the affected area three or 
four times daily, as needed. 

How Supplied 

LIDEX Cream 0.05% — 15g., 30g. and 60g. tubes 
LIDEX Ointment 0.05% — 15g., 30g. and 60g. tubes 
LIDEX-E Cream 0.05% — 15g. and 60g. tubes 

TOPSYN Gel 0.05% — 15g. and 60g. tubes 


SYNTEX 


SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 
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The American Medical Association 
presents the AMA Tie. 

Smartly styled in 

silk and polyester, 

the Tie comes in deep navy blue, 
accented by white miniatures of 
the AMA crest. 

A proud symbol of 

your support of a strong 

and dedicated organization, 

the Tie is available 

exclusively through the 

American Medical Association. 


To obtain the AMA Tie, 
send $9.50 in check or money order to: 
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The AMA Tie 

Order Department OP-37 
American Medical Association 
P.O. Box 821 

Monroe, WI 53566 


Please send me AMA Ties(s) OP-37. Enclosed is my check/money order, 
payable to the AMA, for $ . (Payment must accompany order.) 


Name 
Address 
City 
State, Zip 


for dry and itchy winter skin... 


non-alkaline, soap-free, 
not only cleans but 
helps keep moisture in. 


Here's why EMULAVE satisfies patients... nd you: 


F 


> 
M. 


e More available natural emollients 
than any other cleansing bar. 
EMULAVE is enriched with 29% 
skin-softening emollients, 
which help replenish skin lipids 
and provide the protective 
coating that seals in normal skin 
moisture. 


e Contains no soap. A special skin- 
tested synthetic agent provides 
the cleansing and sudsing action... 
with minimal drying effect. 


e Contains 30% AVEENO Colloidal 
Oatmeal for soothing, anti- 
pruritic, anti-inflammatory action. 


e EMULAVE pH approximates 
that of normal skin. 


Available in 3-oz. bars. 


(operc Cooper Laboratories, Inc. 
Wayne, N.J. 07470 


322-9/Dec.,1975 
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there isan appropriate fomofHalog ^ O =Halog Cream 0.1% 


Halcinonide Cream 0.1% 








Discoid lupus erythematosus 


S —Halog Solution 0.1% 


Halcinonide Solution 0.1% 


Halcinonide Ointment 0.1% 
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Case histories on file at Sauibb Institute for Medical Research See next page for brief summary 
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HALOG (Halcinonide) CREAM/OINTMENT/SOLUTION “a Se edi associated with exposure of gestating females to topical corticos 
Halog Cream 0.025% (Halcinonide Cream 0.02597) ag CN roids—in some cases at rather low dosage levels. Therefore, dr 





















and Halog Cream 0.1% (Halcinonide Cream 
0.1%) contain 0.25 mg and 1 mg halcinonide 
per gram, respectively, in a specially formu- 
lated cream base. Halog Ointment 0.1% 
(Halcinonide Ointment 0.1%) contains 

l mg halcinonide (0.1%) per gram in 
Plastibase® (Plasticized Hydrocarbon 
Gel), a polyethylene and mineral oil 

gel base. Halog Solution 0.1% (Hal- 
cinonide Solution 0.1%) contains 
1 mg halcinonide (0.1%) per ml. 
CONTRAINDICATION: Topical 
steroids are contraindicated in 
those patients with a history of 
hypersensitivity to any of the 
components of the prepara- 

tions, 
PRECAUTIONS: 
General—If ir- 
ritation de- 
velops, 
dis- 


Ta, of this class should not be used extensively on pregnant patie: 
in large amounts, or for prolonged periods of time. 
Occlusive Dressing Technique—The use of occlus 
dressing increases the percutaneous absorption of corti 
steroids. For patients with extensive lesions it may 
preferable to use a sequential approach, occluding « 
portion of the body at a time. Keep the patient un 
: TA close observation if treated with the occlusive te 





period of time. Occasionally, a patient who 
been on prolonged therapy, especially occ 
SES UN sive therapy, may develop symptoms 

oh ei ae steroid withdrawal when the medicatior 
; 5. stopped. Thermal homeostasis may 
impaired if large areas of t 
body are covered. Disc 
tinue use of the occ 


D nique over large areas and over a consideral 


sive dressing 
elevation of t 
body te 

perati 
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continue the product and institute appropriate therapy. 
In presence of an infection, institute use of a suitable 
antibacterial or antifungal agent. If a favorable re- 
sponse does not occur promptly, discontinue the 
corticosteroid until the infection has been adequately 
controlled. If extensive areas are treated or if the occlu- 
sive technique is used, there will be increased systemic 
absorption of the corticosteroid and suitable precautions 
should be taken, particularly in children and infants. 
These preparations are not for ophthalmic use. 
Usage in Pregnancy— Although topical steroids 
have not been reported to have an 

adverse effect on human pregnancy, the safety 

of their use in pregnant women has not been 
absolutely established. In laboratory animals, in- 
creases in incidence of fetal abnormalities have been 


Occasionally, a patient may develop a sensitiv ity reactic 
to a particular occlusive dressing material or achesis 
and a substitute material may be necessary. If infecti 
develops, discontinue the use of the occlusive dres: 
ing and institute appropriate antimicrobial therapy. 
ADVERSE REACTIONS: The follow ing local advers 
reactions have been reported with topical corticosteroid: 
especially under occlusive dressings: burning sensation: 
itching, irritation, dryness, folliculitis, hypertrichosis, acne 
form eruptions, perioral dermatitis, allergic contact dermatitis 
hypopigmentation, maceration of the skin, secondary infectior 
skin atrophy, striae, and miliaria. 
For full prescribing information, consult package inserts. 
HOW SUPPLIED: The 0.025% and 0.1% Cream and the 0.16 
Ointment are supplied in tubes of 15 g and 60 g, and in jars of 240 g (8 oz) 
The 0.1% Solution is supplied in plastic squeeze bottles of 20 ml and 60 ml 
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TOPSYN' 
(fluocinonide) 
Gel 0.0596 


Description TOPSYN gel 0.05% contains the active 
compound fluocinonide. Fluocinonide, which is the 
21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6a, 9-difluoro-118, 16a, 17, 21- 
tetrahydroxypregna-1, 4-diene-3, 20-dione, cyclic 

16, 17-acetal with acetone, 21-acetate. 

TOPSYN gel contains fluocinonide 0.5 mg./g. in a gel 
base of propylene glycol, propyl gallate, disodium 
edetate, and Carbopol 940 (carboxypolymethylene) 
with NaOH and/or HCl added to adjust the pH. This 
clear, colorless, thixotropic vehicle is greaseless, non- 
staining and completely water miscible. The active 
ingredient is totally in solution. 

Indications Inflammatory manifestations of cortico- 
steroid-responsive dermatoses. 

Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitivity to 
any of the components of the preparation. j 
Precautions If irritation develops, discontinue the gel 
and institute appropriate therapy. 

In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. Ifa 
favorable response does not occur promptly, discon- 
tinue the corticosteroid gel until the infection has been - 


economical method nue the corticosteroid 


It extensive areas are treated or if occlusive technique 
of ermanent is used, there will be increased systemic absorption of 
p the corticosteroid and suitable precautions should be 
e taken, particularly in children and infants. 

h a | G r e m O V a | ae The safety of topical steroids in pregnant women has 
not absolutely been established. In laboratory ani- 
mals, increases in incidences of fetal abnormalities 

fro [ y ] fa C e | e 8g $ bo y have been associated with exposure of gestating 
/ £ females to topical corticosteroids, in some cases at 
rather low dosage levels. Therefore, drugs of this class 


should not be used extensively on pregnant patients, 
in large amounts or for prolonged periods of time. 


TOPSYN® (fluocinonide) gel is not for ophthalmic use. 





To save valuable office time, 


you can confidently recommend Adverse reactions Local adverse reactions reported 
Perma Tweez to your patients yg tN ogame ere 
for their home use. hypopigmentation, perioral dermatitis, allergic con- 


tact dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 


Dosage and administration A small amount should 
be gently massaged into the affected area three or 


e Battery-operated instrument self- four times daily, as needed. 


sterilizes when current flows. How supplied 
TOPSYN Gel 0.05% — 15g. and 60g. tubes 


Patented self-correcting needle. 


e No-puncture safety feature helps 
prevent infection. 


e Proved clinically safe 
(report on request). 


p=- FOR PHYSICIAN ORDERING om um um um msg 


GENERAL MEDICAL CO., Dept D-104 
1935 Armacost Ave. 

West Los Angeles, CA 90025 

30 DAY FREE TRIAL EXAMINATION. 
(May be returned with no obligation.) 


O PERMA TWEEZ $19.95 

[] ATTACHMENT $3.00 
(for treating others) 

[] INVOICE AFTER 30 DAYS 

O CHECK ENCLOSED 


SYNTEX LABORATORIES, INC., 
PALO ALTO, CALIF. 94304 
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eed penciratien in problem areas. 


Because of its propylene glycol content and 
potency of the steroid, TOPSYN gel can be 
especially useful in steroid-responsive hyper- 
keratotic lesions affecting problem areas like the 
palms and soles. This is due to the keratolytic 
properties of its vehicle. In addition, 100% steroid 
solubility helps foster good penetration. 


TOPSYN gel also spreads well and evaporates 
readily. Thus, it can be used successfully to treat 
lesions in hairy areas of the extremities or in 
steroid-responsive lesions of the scalp. 


Please see preceding page tor summary of prescribing intormation. 


Finally, TOPSYN gel is especially convenient 
because it drys quickly. Thus, patients who must 
work with their hands, for example, need not 
worry about sticky palms. 


Gel Oow% 


Topsyn 


uocinonide 











" Original Contributions 


Photoallergic Urticaria 
Induced by Visible Light 


Additional Cases and Further Studies 


Takeshi Horio, MD 


© Four patients. with solar urticaria 
induced by visible light developed an urti- 
carial wheal at the site of injection of their 


own serum, which previously had. been 


exposed to light in vitro. The in vitro- 


irradiated patients’ sera did not produce 


the urticarial response in normal control 


|J. subjects. Direct passive transfer studies 


^ with the patients' sera yielded positive 
results, while reverse passive transfer 
studies showed negative results. ‘Based 
on the experimental data, the patients’ 
conditions might be induced by an aller- 


gic mechanism in which a circulating 


photoallergen appears. to be an etiologic 
factor. 

One of the patients demonstrated an 
urticarial reaction atthe site ot injection of 
in vitro-irradiated normal serum as well as 
his own serum. 

. . The urticaria formation was blocked by 
: intradermal injection of epinephrine but 
not by local injection of. antihistamines. | 

The repeated exposures to light had a 
beneficial effect on wheal formation in all 
cases. 

(Arch Dermatol 114: 1761-1 764, 1978) 


Accepted for publication July 26, 1978. 

From the Department. of Dermatology, Facul- 
ty of Medicine, Kyoto University, Kyoto, 
Japan. 

Read before the symposium on Recent 
Advances in Photodermatoses, XV Congressus 
Internationalis Dermatologiae, Mexieo City, Oct 
18, 1977. 

: Reprint requests to Department of Der matolo- 
. - gy, Faculty of Medicine, Kyoto University, Kyoto 
606, Japan (Dr Horio). 






"'rticarial response to sunlight may 


be dependent on a variety of 


dissimilar mechanisms, although the 
clinical and morphological features to - 


light energy exposure are essentially 

identieal in almost all patients. 
Harber and associates! classified 

solar urticaria into six types on the 


basis. of biophysical and immunologic 


properties. Positive passive transfer 
and reverse passive transfer findings 
strongly support an allergic basis for 
their type 1 reaction. The positive 
results of passive transfer tests in 
type 4 also suggest the possible 


presence of antigen-antibody rela- 


tionships. However, some doubt has 
remained, since reverse passive trans- 
fer of the reactivity has not been 
accomplished in this category. As 
Epstein noted,’ the possibility that an 


undetected endogenous or exogenous . 


photosensitizer was transferred can- 
not be excluded in these patients. 

In this article, four patients with 
solar urticaria induced by visible light 
are described. Two of them, in whom 
passive transfer studies could be 
performed, were quite typical of type 
4 in the classification by Harber et al.’ 
Although reverse passive transfer 
study results were negative, the 
results of serum examinations sug- 
gested that the reactions were allergic 
in nature. 

SUBJECTS AND METHODS 
Patients 


The main aspects of the clinical histories 
of the patients are summarized in Table 1 


lengths for urticarial responses were dete 


reflector unit. The emission is 280 to 370 


Case 1 is the patient whom we a 
previously." “Patient 4 had had hepatitis 
two years before the onset of solar urticar 
ia. The other patients had no histories o 
acute or chronic illnesses in the past or a 


the. time of their visits. Therefore, ther 


was no evidence of systemic. medication. 
just prior to the onset of the condition, ^. 
In all cases, urticarial. eruptions devel- 
oped with both direct or window-glass- -fil-. 
tered sunlight. The lesions disappeared on 


to two hours after cessation of exposur 


No patient experienced systemie Du. 
toms. |. 

Results of qualitative porphyrin anal i 
yses on urine and erythrocytes were 
normal. Findings from routine laborator 
examinations were within normal limit: 
complete blood cell count, hemoglobi 
eoncentration, urinalysis, and levels 4 
serum alkaline phosphatase, SGOT, lact 
dehydrogenase, serum bilirubin, ser 
cholesterol, serum calcium, serum phosp 
rus, uric acid, total serum protein, . fasting 
blood glucose, and BUN. 

The following investigations were car- 
ried out during the hospitalization of the 
patients: 


Action Spectrum Studies 


In each patient the activating wave- 



















mined using the following light sources: . 
Sunlamp.—Four lamps were housed in à 


nm, mainly midwave ultraviolet (UV-B) 

peaking at 300 nm. The energy output. of 
this instrument is 4.5 millijoules/s/sq em em 
at a distance of 10 em. 

Black Light.—Four tubes were hodgeo in 
a unit. The continuum is 300 to 420 nm, 
mainly longwave ultraviolet (UV-A) pea 
ing at 360 nm. The energy Sutra in the 320 
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Table i Oibloni 
Histories of Patients* 
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, Patient/ Time to 

i tad Suniight, 
E Duration ma 
— — À— 
r ean 3 yr 











à 3/33/M 1 yr 
4/30/M 8 mo 


ceu None of the four patients had associated 
. diseases or history of atopy. 











Table 2.—Sensitivity to Light* 







Exposure Time at a 
Distance of 10 cm, s 









|:.Case 15 30 300 600 900 





45 





.. *Symbols: — indicates no response; +, faint 
mottled erythema; + +, diffuse erythema with 
moderate edema; + + +, definite wheal. 

































to 400 nm is 4.0 millijoules/s/sq em at a 
. target distance of 10 em. 

. Slide Projector.—This was equipped with 
‘a 300-W tungsten filament bulb and emit- 
-ted visible light. Physical measurements of 
“the energy output and spectrum of the 
“lamp were not available. 

. Infrared Lamp.—This was fitted with a 
300-W bulb. The energy output and spec- 
trum were not determined. 

- Approximately 3 x 3-em areas on the 
“back of the trunk were used as test sites. 
In all patients, urticarial responses were 
‘obtainable only on exposure to the slide 
projector lamp with or without a filter (Fig 
A, L-39) that eliminated most of the UV 
“rays. 

` In case 4, several colored filters were 
ised to define the wav elengths producing 
ight sensitivity. The transmission spectra 
f the filters used are given in Fig 1. An 
rtiearial wheal was produced by slide 
rojeetor irradiation through Y-43, Y-45, 
nd Y-48 filters, although the last dimin- 
shed the response to some extent. No 
esponse was obtainable by the irradiation 
through the Y-50 filter, which absorbs 
wavelengths shorter than approximately 
90 nm and transmits 50% at 500 nm. 
"The sensitivity to the slide projector 
amp at a distance of 10 em is summarized 
n Table 2. Patients 1 and 4 demonstrated 
in intense sensitivity to the light source. 
Jnly a 15-second exposure produced a 
aint, mottled erythema in patient 1 and a 
diffuse erythema with moderate edema in 
patient 4. A 30-second exposure in patient 
4 produced a definite wheal. In patient 1, a 
imilar reaction was observed at the site 
xposed for 45 seconds. Definite wheals 
developed in patients 2 and 3 after 15- 
minute exposure, 

The artificially induced urticaria lesions 
subsided in one to three hours. 
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Fig 1.—Transmission characteristics of filters. 


Chemical Blocking 


Materials and Methods.—The effect of the 
agents listed in Table 3 was examined with 
intradermal injection. Thirty minutes af- 
ter the injections, when the resultant 
wheals subsided, an area encompassing the 
injection sites was irradiated by the dose 


that produced a definite wheal in the 


control skin, 

 Results.—Epinephrine totally prevented 
formation of erythema and wheal. Pro- 
methazine hydrochloride and diphenhy- 
dramine hydrochloride had no effect on the 
wheal formation. 


Histamine Depietion 


Materials and Methods.—The influence of 
a histamine-releasing agent was evaluated 
in eases 1, 2, and 4 by the method of Sams 
et al." One-tenth milliliter of polymyxin B 
sulfate in the concentration of 10° units/ml 
in physiological saline solution was in- 
jected intradermally in the back. Again, 24 
hours later, an equal amount was injected 
into the same site. Thirty minutes after the 
second injection, the area. encompassing 
the injection site and a contralateral site 
were exposed to the slide projector lamp. 
Exposure time varied among subjects, but 
the test sites were irradiated by the dose 
that. produced an edematous erythema at 
the contralateral control area. 
 Resuits.-A few minutes after the first 
injection, a prominent wheal and flare 
developed at the site. No detectable wheal 
followed the second injection. However, 
irradiation with the light souree after the 
second injection of polymyxin B sulfate 
produced an edematous erythema at the 
injection site comparable to that formed in 
the eontrol area in patients 1 and 4. In 
patient 2, however, irradiation after the 
second injection demonstrated only a faint 
mottled erythema at the test site, although 
the same dose produced an edematous 
erythema at the contralateral control site. 


Serum Examination 


The patients’ sera in glass tubes were 
exposed to the slide projector lamp at a 
distance of 10 em. The serum samples from 
patients l and 4, who demonstrated intense 
sensitivity, were exposed for ten minutes, 
while samples from patients 2 and 3 were 
irradiated for 30 minutes. One-tenth milli- 
liter of both exposed and unexposed 
patient' s serum was injected intradermally 
into the patient's back or arm. Each patient 
was injeeted with his own serum. Approxi- 
mately 15 minutes after the injection, an 
erythema appeared surrounding the injec- 
tion wheal of the irradiated serum, while 
no erythema developed at the injection 
wheal of the nonirradiated serum. Thirty 
minutes to one hour after the injection, the 


wheal of the irradiated serum was larger 
than the initial injection wheal, as the 


wheal of the nonirradiated serum was 
subsiding (Fig 2). The wheal of the nonir- 
radiated serum completely disappeared 60 
to 90 minutes after the injection, while the 
wheal of the irradiated serum still 
remained near its peak and the erythema 
was detectable until three hours after the 
injection. In each patient, this examination 
was repeated three to five times in various 
areas, and similar results were obtained. 
The flexor aspect of forearm was more 
reactive than the back. 

Two normal control subjects were 
injected with the in vitro-irradiated and 
nonirradiated serum from two patients 
(cases 1 and 2) without abnormal re- 
sponses, 

 Identieally irradiated and nonirradiated 
serum samples from normal persons were 


injected into the patients. No unusual reac- 


tions were observed at the injection sites in 
three of the four patients. However, an 
urticarial response developed in patient 4 
at. the injection site of in vitro-irradiated 
normal serum as well as at the injection 
site of his own irradiated serum. Normal 
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Test Agents Concentration, 






Promethazine 2.5 
Diphenhydramine 





*in physiological saline solution. 


hl 


Fig 2.—Thirty minutes after injection of patient's serum. Wheal of in vitro-irradiated 


Table 3.—Chemical Blocking Tests 





* 9 


Epinephrine 0.1 0.05 1&4 









Volume of injection, mi Subjects 


2&4 
0.1 1.2,84 


e 
ms 





serum (left arrow) became larger than initial injection wheal and was surrounded by 
erythema, while wheal of nonirradiated serum (right arrow) is subsiding (case 3). 


persons did not develop such an urticarial 
reaction to their own in vitro-irradiated 
serum. 


Ultrafiltration of Serum 


Ten milliliters of the serum sample from 
patient 4 was diluted in 40 ml of physiolog- 
ical saline solution. The diluted serum was 
ultrafiltrated and concentrated to 10 ml 
with a membrane that passes substances of 
molecular weight less than 10°. The unfil- 
terable component was exposed to the slide 
projector lamp at a distance of 10 em for 
ten minutes. This sample produced an urti- 
earial response in the patient as well as the 
irradiated whole serum. Identically diluted 
patient's serum was also ultrafiltrated 
with another membrane that passes sub- 
stances of molecular weight less than 10*. 
The unfilterable sample with this mem- 
brane produced an urticarial wheal when 
irradiated in vitro. The filtration did not 
alter the activity of urticaria formation. 
The component that was filterable with the 
< 10° membrane but unfilterable with the 
<10' membrane could not produce any 
unusual reaction in the patient when irra- 
diated in vitro for 30 minutes at a distance 
of 10 em. 


Passive and Reverse 
Passive Transfer Studies 


These studies were performed only in 
cases 1 and 2. One-tenth milliliter of the in 
vitro-irradiated and  nonirradiated pa- 
tient's serum and of the normal person's 
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serum were injected intradermally into the 
two normal subjects. All of the injection 
wheals subsided completely in 60 to 90 
minutes after the injection. Twenty-four 
hours later, the injection sites were 
exposed to the slide projector lamp for five 
minutes at a distance of 10 cm. Immediate- 
ly after the irradiation, an urticarial wheal 
developed at the injection site of the 
patient’s serum that had not been exposed 
previously in vitro. No reaction appeared at 
the injection sites of the in vitro-irradiated 
patient's serum and of the normal serum. 

The back area or flexor aspect of the 
forearm of two normal subjects was 
exposed to the slide projector lamp for ten 
minutes at a distance of 5 em, Five minutes 
later, 0.1 ml of the nonirradiated patient's 
serum was injected into the exposed and 
nonexposed sites of the subjects. Urticaria 
formation was not observed. Thus, reverse 
passive transfer tests yielded negative 
results, while passive transfer tests yielded 
positive results. 


Exhaustion of Response 


An attempt was made to exhaust the 
skin of its whealing response by repeated 
exposures with the slide projector lamp. An 
area on the patient's back was exposed to 
the light energy, which produced an 
erythema with moderate edema. Two to 
three hours later, when the erythema 
subsided, the same site was exposed to the 
same light energy and showed a barely 
perceptible response. Twenty-four hours 







later, a larger area that included the 
previously irradiated site was exposed 
again to the same light energy. In all cases, - 
the sites of the repeated exposures did not . 
show any response at all, while a diffuse —. 
erythema with moderate edema developed - wu 
at adjacent sites that had not been irra- 
diated previously. Thus, the repeated expo- 
sures appeared to reduce the abnormal. E 
photoresponse. 

In ease 4, the following investigation 
was carried out to elucidate the mechanism < 
of the exhaustion of wheal formation. One- -> 
tenth milliliter of in vitro-irradiated- 
patient's serum, 0.03 ml of polymyxin Bo 
sulfate in the concentration of 5 x 10* 
units/ml, and 0.03 ml of 0.001% histamine - 
in physiological saline solution were 
injected intradermally into separate sites — 
that had been exposed repeatedly and ^. 
also into unexposed areas. Anatomically = 
symmetrical sites were chosen for the A 
injeetion of each test material. Fifteen to | 
30 minutes after the injection, the injection 
wheal of the irradiated serum in the unex- 
posed site became larger and was sur- . 
rounded by an erythema. On the other . 
hand, 30 minutes after the injection, the ... 
wheal of ilie irradiated serum was subsid- 
ing at the repeatedly exposed site. Poly- - 
myxin B sulfate produced an erythema and. 
wheal in both sites. However, the reaction... 
was much stronger at the unexposed site . 
than at the repeatedly exposed site. Both —. 
the irradiated and nonirradiated sites... 
demonstrated a similar reaction to hista-- - 
mine. E 












COMMENT 


The activating wavelengths respon- . 
sible for solar urticaria vary among ` 
subjects from x-rays to infrared rays. - 
The majority of cases of solar urticar- - 
ia in the English literature have been ` 
reported to be activated by a UV. 
range shorter than 370 nm^^ In- 
contrast, patients sensitive to visible - 
light have been reported most fre- 
quently in Japan. There may be a 
difference in preponderant type 
among races. In all patients described 
here, urticarial response was inducec 
by visible light radiation. MM 

The patients developed an urticarial 
wheal at the site of injection of their. 
own serum that had been previously | 
exposed to visible light in vitro. 
Normal control subjeets did not pro 
duce such a reaction to the identically. 
irradiated normal serum. Therefore, - 
the urticarial wheal observed in the. 
patients is abnormal photoresponse. 
The results suggest that the wheal: 
forming factor is a substance made by- 
light energy in the patient's serum. < 

The in vitro-irradiated serum from 
patients 1 and 2 did not produce the” 
urtiearial response in the normal 
subjects. In contrast, the serum, when- 
transferred intradermally to the same 
normal persons, produced an urticarial 
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© wheal following irradiation in vivo. 
However, the passive transfer test 
result with in vitro-irradiated pa- 
tient's serum was negative following 
exposure in vivo. 
__ The interpretation of these findings 
_is as follows: Irradiation is absorbed 
. by the factor producing the active 
antigen, and the antigen-antibody 
response occurs. The in vitro irradia- 
_ tion of the patient's serum produces 
the antigen, which inactivates the 
amount of specific antibodies present 
in the serum. However, there is 
. enough antigen to react with antibod- 
les available in the patient. Thus, as 
. described previously,’ a solar urticaria 
. response in these patients appears to 
_ be induced by a photoallergen but not 
- a phototoxie substance in the serum. 
In patients 3 and 4, passive transfer 
Studies were not performed. 

Three of the four patients devel- 
oped an urticarial reaction only to 
their own in vitro-irradiated serum 
but not to normal control serum. 
Therefore, we have previously as- 

. sumed that the responsible photoal- 
lergen would be an abnormal endoge- 
nous circulating substance. On the 
.. other hand, patient 4 reacted not only 
to his own in vitro-irradiated serum 
_ but also to normal control serum. This 
"suggests that, in this patient, the 
photoallergen would be a normal 
serum faetor. The result of a reverse 
. passive transfer test would be inform- 
ative. Unfortunately, this test could 
not be performed because this patient 
. had a history of hepatitis. Further 
© examination of the reverse passive 
transfer aspect is needed in more 
patients. 
Based on the results of serum ultra- 
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. filtration, it appears that the respon- 


sible substance for solar urticaria in 
case 4 is a serum factor whose molec- 
ular weight is more than 10°. This 
indicates that the photoallergen in 
this patient is not a simple chemical 
substanee, such as porphyrin or chlor- 
promazine,’ which could induce a solar 
urticaria reaction. 

The chemical mediator of the wheal 
formation in solar urticaria is not 
established. The insufficient effect of 
various antihistamines in the treat- 
ment of solar urticaria suggests that 
histamine may not play an important 
part in the wheal production. Sams et 
al’ could not detect histamine by their 
perfusion studies. | 

The urticarial reaction was not 
blocked by locally administered anti- 
histamines in the three patients so 
examined. The process was not pre- 
vented by histamine depletion with 
polymyxin B sulfate in patients 1 and 
4. In patient 2, however, the reaction 
was definitely diminished by this 
procedure. The results obtained in this 
examination are too limited to clarify 
the role of histamine in wheal produc- 
tion. However, the possibility must be 
considered that histamine might play 
some part in certain cases of solar 
urticaria. 

The repeated exposure to the artifi- 
cial light sources inhibited light- 
induced wheal formation in all four of 
the patients. The tolerance in solar 
urticaria after repeated irradiation of 
the skin has been reported on several 
occasions,"'" We reported previously? 
that sunbathing was a positive thera- 
peutic factor in case 1. More recently, 
Ramsay" described the successful 
results of using repeated exposure to 
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l light as a form of treatment for sola: 


urticaria in nine patients. Some o: 
Ramsay’s patients were able to us 
this form of treatment to keep them. 
selves completely symptom-free. Al 
of the present patients also obtained : 
satisfaetory symptomatie relief by 
inereasing exposure to natural sun. 
light. 

The mechanism by which tolerance 
is induced in solar urticaria remains 
unclear at the present time. In the 
present study, the in vitro-irradiated 


atient's serum produced an urticarial 
p p 


reaction at the site that had been 
protected from light but did not 
produce a reaction at the site of skin 
tolerant to light by repeated expo- 
sures. This indicates that the exhaus- 
tion of response is not due to exhaus- 
tion only of photoallergen, since injec- 
tion of the photoallergen did not 
induce a reaction. The whealing 
response to polymyxin B sulfate was 
reduced at the site of repeated expo- 
sures. However, the histamine reac- 
tion was normal. Therefore, it appears 
likely that the amount of chemical 
mediator that is released by polymyx- 
in B sulfate is reduced by repeated 
exposures. The tolerance to light is 
unlikely to be due to tachyphylaxis or 
vascular unresponsiveness to hista- 
mine. Similarly, tachyphylaxis was 
not observed in localized heat urticar- 
ia^ and cold urtiearia at the site 
where tolerance was induced by expo- 
sures to the causative physical agent. 
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Bacteriology of Chronic Leg Ulcers 


Donald P. Lookingbill, MD; Stephen H. Miller, MD; Robert C. Knowles, MD 


e The quantitative bactericlogy of 13 
chronic leg ulcers was sequentially 
assessed by both swab and bicpsy culture 
techniques, and the effect of either a 10% 
benzoyl peroxide lotion or placebo lotion 
was evaluated. | 

There was good correlation between 
the swab and biopsy culture techniques in 
12 of the 17 instances where simulta- 
neous swabs and biopsies were done. 

Though the benzoyl peroxide did not 
favorably affect the bacterial flora, ulcer 
healing did appear to correlate with quan- 
titative bacterial counts. Three of five 
ulcers containing fewer thar 10° orga- 
nisms per gram of tissue or per centimeter 
of ulcer surface area healed, while none 
of eight ulcers containing more than 10 
organisms healed. 

Quantitative bacteriological measure- 
ments can serve as useful toois in evalu- 
ating healing of leg ulcers. 

(Arch Dermatol 114:1765-1758, 1978) 


he role of baeteria in the patho- 

genesis of chronic leg ulcers is 
unclear. Results of studies en various 
types of acute open wounds, such as 
burns, have shown a correlation 
between wound healing and quantita- 
tive bacteriologic evaluations, per- 
formed either by swabs or biop- 
sies." 

There have been several reports 
that topical antibiotic preparations 
can decrease bacterial counts and 
promote ulcer healing.**^ Topical per- 
oxide preparations have been used in 
this regard as well, presumably for 
their antibacterial effect.** More re- 
cently, it has been suggested that the 
favorable effects of benzoyl peroxide 
on ulcers are not due to antibacterial 
action.” 
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We have studied, both qualitatively 
and quantitatively, the bacterial flora 
of ehronie stasis leg ulcers to evaluate: 
(1) if the swab culture technique ean 
be correlated with biopsy culture as to 
types and quantities of bacteria recov- 
ered, (2) if there is any correlation 
between quantitative bacterial counts 
and ulcer healing, and (3) the effect of 
a 10% benzoyl peroxide lotion on the 
bacterial flora within an ulcer and on 
uleer healing. 


SUBJECTS AND METHODS 


A total of 13 leg ulcers were bacteriolog- 
ieally evaluated. They oceurred in nine 
patients who ranged in age from 25 to T4. 
Three of these patients had two ulcers that 
were simultaneously evaluated; in one 
patient a second ulcer developed after the 
first healed. All uleers were located on the 
lower part of the legs and were clinically 
judged to be stasis. They ranged in size 
from diameters of 0.5 to more than 5 em 
and in duration from two weeks to nine 
years. 

Culture material from the ulcers was 
obtained at the initial patient visit and at 
the first return visit by one or both of the 
following methods: 

1. Without prior preparation, 1 sq em of 
on ulcer surface was rubbed vigorously 
with a cotton swab, which was then 
immersed in 1 ml of tryptiease soy broth 
(TSB) and transported immediately to the 
laboratory. To obtain quantitative bacteri- 


al counts, the solution was serially diluted 


in additional TSB, plated with a 0.001-ml 
ealibrated leop on supplemented nutrient, 
as well as selective media, and incubated 
for 48 hours. The solution was also plated 
with a standard inoculation loop for quali- 
tative bacterial indentification. 

2. After cleansing the ulcer surface with 
an alcohol swab and infiltrating with lido- 
caine, a 3-mm punch biopsy specimen was 
taken from the same area from which the 
swab culture was taken. This material was 
weighed and then homogenized with a 
caleulated volume of TSB to achieve a final 
dilution of 1 g of tissue per 100 ml of 
solution. This was then serially diluted, 
plated, and incubated for quantitative and 
qualitative bacterial evaluations as de- 
scribed above. 

For treatment, we used either a 10% 
benzoyl peroxide preparation in an emul- 
sion-base (Benoxyl-10) or a control lotion of 
the identical base that contained no 
benzoyl peroxide. The lotions were pack- 
aged in numbered, but otherwise unla- 
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belled, containers, the eode for which was -= 
not broken until the completion of the ^. 
study. Patients were assigned the lotions = 
in alternate fashion. For patients with two ^ 
or more ulcers, paired comparison studies. > 
were carried out. E 
The treatment technique was as follows: —- 

zine oxide ointment (Desitin) was applied 
around the ulcer, after which the assigned _ 
lotion was applied to the ulcer bed. This . 
was then covered with a saline-saturated = 
cotton gauze pad and wrapped with an — 
elastic bandage. After the first two 

patients had entered the study, a plastic 

wrap was applied before the elastic |. 
bandage. The dressing was changed three out 
times daily, at which time the uleer was = 
cleansed gently with saline-moistened eot- ^. 
ton gauze. Patients were instructed to = 
confine themselves to bed at home, with | x 
the affected leg elevated as much as possi- - 
ble. They were then seen every two weeks 
for at least eight weeks or until the uleer 
healed, if healing occurred earlier. Mea- 
surements and photographs of the ulcers | 
were taken at each return visit, and patient - 
compliance to the bed-rest program was. 
assessed by direct questioning. 


RESULTS 


The results of the quantitative - 
cultures are summarized in Tables. 1 
(placebo lotion) and 2 2 (benzoy! perox- 
ide lotion). | 

Simultaneous swab material arid. 
biopsy specimens were obtained in 17 
instances. For eight of these there 
was very good correlation both for the 
qualitative cultures and the quantita- 
tive counts. The types of bacteria 
recovered from each ulcer ranged 
from one to three (see Tables 1 and 2).- 
Identical organisms were recovered | 
by each technique, in concentrations | 
varying by less than one log differ- 
ence. (For these techniques, the quan- 
titative counts were expressed in. 
organisms per square centimeter of. 
surface area for the swabs, and orga-: 
nisms per gram of tissue for the biop- 
sy.) In four of the remaining nine 
instances in which simultaneous. 
swabs and cultures were done, less. 
than 10° organisms were recovered. 
per swab, and there was no growth 
from the biopsy specimen cultures. : 
Because of the technique employed i in JO 
culturing most of the biopsy speci- . 
mens, organisms would not be recov- .- 























































um Table 1. — Quantitative Bacterial Cultures From Placebo-Treated Ulcers - 









“ulcer surface. 


ered if they were present in concen- 
trations of less than 10 organisms per 
rram of tissue. In these four results, 


ultures (less than 10° bacteria) would 
correlate with the finding of no 
rrowth from the biopsy m n 
ultures. In the remaining five i 
stances, there was less ROS 
between the swab and biopsy results. 
. After two weeks of therapy, five of 
he 13 ulcers contained no greater 
han 10° organisms per gram of tissue 
or per centimeter of surface area 
swabbed. Of these five, three subse- 
quently healed, one nearly healed, and 
one was little changed. Eight ulcers 
eontained greater than 10° organisms 
< per gram of tissue or per square centi- 
meter area swabbed. Of these, none 
healed. 



















he low recovery rate from surface 
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For. most “ulcers, there was no 
noticeable. improvement in bacteria 
eounts after two weeks of therapy | 
with either lotion. For three patients, 


culture swabs were repeated after six .- 


weeks of. therapy (Table 3) In. al. 


three cases, Pseudomonas aeruginosa > 


was found in high concentration after — 
six weeks. Two of these three were 
treated with the 10% benzoyl peroxide. 
preparation and the other with the 
placebo lotion. The ulcers treated with 
benzoyl peroxide resulted in cultures 
in whieh P aeruginosa was the domi- 
nant organism. In the placebo-treated | 
ulcer, P aeruginosa was present, but 
was accompanied by four other orga- 
nisms also present in high concentra- 
tions. 

In vitro testing in our [ome of 
the benzoyl peroxide lotion showed an 


chronic dermatoses, 
have stated that, for Staphylococcus 


























Bacterial Counts” Eventual 
Culture i Outcome Bed 
Case Material Before Treatment Aiter Two Weeks of Ulcer, wk Rest 
1 (No plastic Swab Pseudomonas 2 x 10° No swab done More than 5096 Partial 
occlusion) aeruginosa smaller, 8 
Staphylococcus epi- — 1 x 10° vod MN V» utes 
dermidis 
Ps maltophilia 1 x 10% T dete EV FEN 
Biopsy Ps aeruginosa - 6 x 10° Ps aeruginosa 2 x 10° 
S epidermidis 8 x 10° S aureus. 7x10 
Ps maltophilia 1 x 10 Proteus mirabilis 5 x 10° ae ie 
2 (First Swab S aureus 1x 10 Klebsiellà pneumoniae 4 x 10° Healed, 4 Yes | 
ulcer) Group D Strepto- 8 x 10" 
_ coccus 
Acinetobacter 1x 10 
calcoaceticus 
ž  Biopsy S aureus 3 x 10° No growth TEC A 
. 8 (Left Swab S aureus 4 x 10° S aureus 1x 10 Little change, No 
. ankle) 10 
Nonenteric Gram- 5 x 10 
negative organism 
Group D Strepto- 4x 19 
coccus 
Biopsy No growth iaa No growth. T eS ded 
4 Swab S aureus 6 x 10: S aureus. 5 x 10 More than 50% Partial: 
smaller, 10 
B-Hemolytic 6 x 10° B-Hemolytic 4 x 10* 
Streptococcus Streptococcus. 
(non-A, non-D) - (non-A, non-D) . | 
E S epidermidis: «10 
| Biopsy No growth oodd S aureus 2x10  ... us 
5 Swab Enterobacter - 2 x10: Ps aeruginosa («10 More than 50% Partial 
aerogenes g | | | smaller, 8 
Group D Strepto- « 10! du 
COCCUS — 
al: Biopsy E aerogenes. 3x10 — No growth. sere Vus ^s 
^ 6 (Medial Swab Saureus 9 x 10° S aureus 5 x 10’ Larger, 8 |. No 
ulcer) f-Hemolytic (4 x 10 B-Hemolytic. 3 x 10° 
Streptococcus Streptococcus 
(non-A, non-D) M (non-A, non-D) 
A calcoaceticus © 2 x 10: A calcoaceticus. E NE 
-  Ecloacae | s 3x 10° 
P mirabilis 6 x 10° 
No biopsy o 


- *Biopsy gounte: are expressed as counts per gram of ulcer tissue. ‘Swab counts are ekpreneee as counts per swab. Each swab was stubbed over 1 sq cm " 


E an AT effect - to four of five 


bacteria tested. The resistant orga- 


nism was P. aeruginosa. 


As noted, most ulcers did not heal. 
Of the three that did not heal, two 
were treated with benzoyl peroxide 


and one with placebo. Four uleers 
“decreased at 


least 50% in size. Of 
these, one was treated with the 
benzoy] peroxide and three with the 


| pne 


COMMENT 


festis increased attention has 
been foeused on the importance of 
quantitative bacteriology in evaluat- 
ing cutaneous infection. In assessing 
secondary bacterial infection of 
Kligman et al 


aureus, the skin can be considered 
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Culture 
Material 






1 (No plastic Proteus: overgrown Proteus: overgrown Larger, 16 No du 
occlusion) Biopsy B-Hemolytic 2 x 10' Proteus: overgrown LUE 
Streptococcus 
(non-A, non-D) 
Pseudomonas 1 x 10° 
aeruginosa 
Corynebacterium sp — 2 x 10* i ae G o 
2 (Second Swab Acinetobacter | «10 A caicoaceticus 1 x 10' Healed, 2-3 Yes 
ulcer) calcoaceticus . 
Citrobacter freundii <10 Group D Strepto- 1 x 10° 
NE M coccus 
y-Streptococcus «10 Ps aeruginosa 2 x 10° 
Klebsiella. pheumo- «10 7 p 
iae. a" 
No biopsy . hits " ue Ls pP 
5 Swab Group D Strepto- 1 x 10° Group D Strepto- 2 x 10° Healed, 10. — Yes- 
_coccus o COCCUS > L 
ee ee A calcoaceticus - 9 x 10° 
Biopsy [DTE (05 x 105- No growth 
COCCUS — : | 
3 (Right Swab No growth A calcoaceticus © 1x 10° Slightly smaller, No 
ankie) 10 
Biopsy No growth - DM No growth Oo het 
6 (Lateral Swab A calcoaceticus - 00 702 x 40" A calcoaceticus 1x 10'. Larger, 8 No . 
ulcer) S aureus . 8 x 10 S aureus | x10" o. FEMA 
B-Hemolytic 2 x 10° oaen J 4x10 
Streptococcus Streptococcus ^ Mes 
: (non-A, non-D) (non-A, non-D) = eet 
Enterobacter cloa- 3 x 10* E cloacae- S 6x 
cae | : e T 
M P mils x1 : 
l No biopsy : : e Ae 1 : oe se y 
4 (Interior Swab S epidermidis - 2x10 Aemona uo .2.x10 More than 50% Partial- 
ulcer) US Streptococcus. vam ce smaller, 10 
s (non-A, nono E 
Biopsy S aureus <10 S aureus” ee 4x 10’ 
“Unidentified orga- 6 x 10° S aureus F OO x 10! 
a nism | (ud uus 
` premo ca 2.x 10 
teriococtus. a t E 
MEME (non-A, non-D) — EENS: " Dm 
7 | .S$wab Pme P mirabilis = © ". - Little change. Partial. 
Hemolytic 2x10 = Ps aeruginosa - 8x10  . 
Streptococcus _ i 2 
. (non-A, non-D) - RR 
ud tr Streptococcus ME 8x 10° — , 
No biopsy SB ee o. e d 


“Biopsy counts are e expressed as counts per r gram of ulcer tissue. Swab counts a are e expressed as ‘counts per swab. Each swab was rubbed ¢ over i sac c n 


acer surtace. 


infected when 1 x 10° organisms per 
square centimeter are recovered." In . 
an earlier study of pressure ulcers, 
Bendy et al swabbed the surface of | 
each ulcer, determined the bacterial. 
counts per swab, and found good 
correlation between ulcer healing and 
reduction of bacterial counts to less 
than 1 x 10° organisms per swab.“ 
Quantitative baeterial counts have 
been obtained from biopsy specimen 
cultures of burn tissue and surgical 
wounds. Invasive bacterial infection 
in these wounds oceurs when the 
bacterial level is greater than 10° 
bacteria per gram of tissue’ It has 
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Before Treatment 


‘correlate: 


Bacterial Counts* 


After Two Weeks 












p esr shown that quantitative | 
swab cultures, in which 1 sq em of - 
surface area of the wound is swabbed, - 
with quantitative - 
counts obtained by tissue biopsy. i 
"These studies suggest that the "eriti- 


well 


cal number" of bacteria for infection 
in a wound is 10° bacteria per gram of 
tissue by the biopsy culture method 
and 10° bacteria per square centimeter 
by the swab culture. 

From our data there was reasonable 
correlation between quantitative bac- 


terial growth in 12 of the 17 instances | 


in which the swab techniques were 


compared with the biopsy. Though the 































| correlation is not perfect, it appears 
that, in most instances, quantitativ 


 indieation of the. bacterial- status. ol 
cutaneous ulcers. 
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Table 2.—Quantitative Bacterial Cultures From Benzoyl Peroxide-Treated. Jicer 





Eventual 
Outcome of 
Ulcer, wk 





swab cultures provide à reasona 


-Qur results indicate a tendency f 
ulcers with bacterial counts of les à: 
than 10° organisms per gram 0! 
square centimeter surface area te 
heal. Ulcers having greater than thos 
numbers of organisms failed to hea 
This observation is in agreement wi 
the previously cited studies anc 
emphasizes the importance of quanti 
tative analyses in evaluating bac terial: 
infection. E 
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eo g * 








Case Lotion 
6 Placebo 


Before Treatment 
Staphylococcus 
aureus 
fi-Hemolytic 
Streptococcus 
(non-A, non-D) 









Acinetobacter 
calcoaceticus 


6 Benzoy! A calcoaceticus 


peroxide 
S aureus 


B-Hemolytic 
Streptococcus 
(non-A, non-D) 
Enterobacter 
cloacae. 
7 Benzoyi Proteus mirabilis 
peroxide 
f--Hemoiytic 
Streptococcus 
. (non-A, non-D) 


a-Streptococcus 





As can be seen from Tables 1 and 2, 
a variety of organisms were identi- 
fied. Many uleers contained multiple 
- organisms. This is not surprising and 
is consistent with other studies, 
. including a report in which the bacte- 
rial flora of diabetic foot uleers was 
examined." In that study, both aero- 
bie and anaerobie organisms were 
isolated. Quantitative analysis was 
.not performed, however, making it 
. more difficult to interpret the possible 
- contribution of these organisms to the 
pathogenesis of the uleers. Our study 
. was not designed specifically to look 
- for anaerobic organisms, but dilutions 
. Of the biopsy specimen plated on 
 Sheeps' blood agar were incubated 
under anaerobic conditions, which 
-should have allowed the more aerotol- 
. erant anaerobes to grow had they 
been present in substantial numbers, 
but none grew. | 
. In attempts to decrease the bacteri- 
| al population in chronic ulcers in hopes 


1. Krizek TJ, Robson MC: Evolution of quanti- 
tative bacteriology in wound management. Ani J 
. Surg 130:579-584, 1975. . 
`. 2 Bendy RH, Nuccio PA, Wolfe E, et al: 
.Relationship of quantitative wound bacterial 
counts to healing of decubiti: Effect of topical 
gentamicin. Antimicrob Agents Chemother 4:147- 

155, 1964. 

© & Levine NS, Lindberg RB, Mason AD, et al: 
. The quantitative swab culture and smear A 
= quick, simple method for determining the 
number of viable aerobie bacteria on open 
wounds. J Trauma 16:89-94, 1976. 
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Table 3.—Progression of Bacterial Counts From Swab Cultures 


Bacterial Counts 















After Six Weeks 





1 x 105 


















9 x 10' Pseudomonas 
aeruginosa 
4 x 10° B-Hemolytic 2 x 10° 
Streptococcus 
(non-A, non-D) 
Ps fluorescens — 1 x 10° 
2 x 10 a-Streptococcus 2 x 10* 
Group D Strepto- 6 x 10° 
coccus 
2 x 10’ Ps aeruginosa 2 x 107 
8 x 107 Group D Strepto- 1 x 10* 
COCCUS 
2 x 10* 
3 x 10° 
P mirabilis 
2 x 105 Ps aeruginosa 3 x 107 








S epidermidis 8 x 10 

































of enhancing healing, topical antibio- 
ties have been suggested for treat- 
ment.^'^ The antibioties were used 
alone or in combination with other 
preparations, including proteolytic en- 
zymes. In two studies^' a decreased 
bacterial eount correlated with ulcer 
healing. Only one study was con- 
trolled, and other measures were 
employed concomitantly with the an- 
tibiotie therapy.” | 

We could not demonstrate an in 
vivo antibacterial effect of the 109 
benzoyl peroxide. Neither could we, in 
this small outpatient study subject to 
the vagaries of patient compliance, 
detect a consistent advantage on ulcer 
healing of the 10% benzoyl peroxide 
when compared with a control lotion. 
Healing did tend to correlate with 
bacterial counts, but these counts 
were not usually favorably affected 
by either the placebo or the 10% 
benzoyl peroxide. Factors other than 
the topical agents used in our study 
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may have accounted for the lowe) 
bacterial counts in the healing ulcers 

One probable factor was the im- 
provement of the venous stasis in the 
cases where ulcers improved or healed 
The relief of venous stasis as achievec 
by bed rest is acknowledged to he an 
important faetor in healing leg ul. 
cers. We noted that the patients who 
reported conscientious compliance 
with bed-rest instructions were the 
ones who tended to have lower bacte- 
rial counts in their ulcers (Tables 1 
and 2). 

Bacterial growth can flourish in 
compromised tissue. Measures to in- 
crease tissue viability, therefore, re- 
main important in inhibiting bacterial 
growth and in healing ulcers. For 
statis uleers, such measures include 
the time-honored approach of improv- 
ing venous return by, for example, bed 
rest. Antibacterial agents may serve 
as helpful adjuncts, though the possi- 
bility of selecting out resistant orga- 
nisms is a potential problem, particu- 
larly if the tissue remains poorly 
nourished. The bacteriologie findings 
from the three ulcers cultured after 
six weeks may illustrate this latter 
problem. In all three, Ps aeruginosa 
organisms, though not present in the 
initial cultures, were found in high 
concentration after six weeks and 
were the dominant organisms in the 
two cultures treated with benzoyl 
peroxide—an agent to which Ps aeru- 
ginosa is resistant. 

With or without the use of antibac- 
terial agents, ulcer-management reg- 
imens that result in lowering bacterial 
counts to below 10° organisms per 
gram of tissue, or per square centi- 
meter of surface area, can be expected 
to favorably affect ulcer healing. 
Therefore, quantitative bacterial 
measurements, performed either by 
biopsy or swab techniques, should be 
helpful in monitoring the progress of 
ulcer treatment programs. 
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Fate of Pemphigus Antibody 
Following Successful Therapy 


Preliminary Evaluation of Pemphigus Antibody 


Determinations to Regulate Therapy 


Sean O'Loughlin, MD; Gerald C. Goldman, MD; Thomas T. Provost, MD 


€ Six of 17 pemphigus patients (35%) 
treated during a six-year period with 
immunosuppressive agents and/or corti- 
costeroids have had prolonged clinical 
and immunologic remissions off all thera- 
py. All were treated until serum and tissue 
bound pemphigus antibodies could. no 
longer be detected. The length of remis- 
sion has ranged from 1' years to 4 years. 
Three of these six patients relapsed after 
being clinically and serologically free of 
pemphigus for 19, 20, and 48 months. 
Seven additional patients are clinically 
free of disease with insignificant pemphi- 
gus antibody titers of 10 or less. Therapy 
now is being discontinued gradually in 
these patients. 

This preliminary study demonstrates 
that (1) a large percentage of pemphigus 
patients may have a prolonged clinical 
and immunological remission after suc- 
cessful therapy; (2) maintenance therapy 
may not be required to preserve the remis- 
sion; (3) monitoring serum and in vivo 
bound pemphigus antibody is of value in 
regulating therapy in pemphigus pa- 
tients. 

(Arch Dermatol 114:1769-1772, 1978) 
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he pathogenie role of pemphigus. 
antibodies remains to be estab- 
lished. There are, however, data to 
suggest a cause and effect relation. 


These are (1) the demonstration of- 


IgG and various complement compo- 
nents in the squamous intercellular 


spaces (ICS) of perilesional skin; (2) — 
immunoelectron microscopic demon- 


stration of the localization of pemphi- 
gus antibody to the epidermal ICS’; 
(3) a gross, albeit incomplete, correla- 
tion between the extent of blistering 
and the pemphigus antibody titer*; 
(4) the production of acantholysis 
upon culturing squamous epithelium 
in the presence of pemphigus anti- 
body.** This in vitro acantholytic pro- 


cess may be the result of the activation. 


of aserine proteolytic ICS enzyme.* 

Reported here is a six-year study 
designed to examine the fate of the 
pemphigus antibody during and fol- 
lowing therapy and to evaluate pem- 
phigus antibody determinations as a 
means of regulating therapy. 


MATERIALS AND METHODS 


Seventeen pemphigus patients have un- 
dergone evaluation and treatment of their 
disease over a six-year period. These 
patients, in addition to having clinical 
features of pemphigus, all demonstrated 
intraepidermal blister formation with 
acantholysis, in vivo tissue bound antibod- 
ies, and 16 had serum pemphigus antibod- 
ies. Three of these patients have been the 
subject of individual studies." 

Four-millimeter biopsy specimens were 
obtained from perilesional areas in pa- 
tients with active disease. In patients with 


of in vivo bound pemphigus antibodies 


antibody techniques and fluorescein-conju- 
gated antihuman IgG, IgM, IgA, IgE, and 
C3 antisera as previously described. ^ ^. 


cent techniques with fluorescein-conju- 
gated, rabbit, antihuman IgG as previously. 





inactive disease, biopsy samples were 
taken from the upper one third of the .- 
extensor surface of the forearm. These — 
specimens were examined for the presence. 






















employing standard immunofluorescent. 


Serum IgG pemphigus antibodies were 
detected employing monkey esophagus a 
a substrate and standard immunofluores- 


reported. JE | 

The majority of these 17 denpa 
patients (15. pemphigus vulgaris and 2 
pemphigus foliaceus) were treated initially. 
with azathioprine (1.5 to 2.0 mg/kg/day) 
and/or corticosteroids (40 to 200 mg/day 
The therapeutic regimen, however, was 
individualized, based on the original phys: 
cian’s judgment and the extent of the 
patient's disease. In seven instances, pem- 
phigus patients were referred to us after 
therapy had begun. All patients have been. 
examined at monthly intervals and serum. 
pemphigus antibodies have been deter- 
mined every two to three months. Skin 
biopsy specimens for in vivo bound 
pemphigus antibodies were examined 
when the patient was seen initially by. u 
and when the serum pemphigus antibody 
titer became negative (« 10). | 

Patients who are disease free and off al 
therapy have been examined clinically and 
serologieally twice a year. A total of 43. . 
biopsy specimens and more than 200 seram: | 
samples have been examined. s 


RESULTS Xi 

The pertinent clinical, therapeutic, .~ 
and immunologic data are presented” 
in Tables 1 and 2. P 
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... The six patients in whom we wer 
~~ able to discontinue all medications ar 
presented in Table 1. Three case histo- 
ries, illustrative of these patients' 
responses, are presented in detail. 
Case 1.—A 36-year-old man developed 
. generalized cutaneous and oral pemphigus 
.. at age 28. Pemphigus antibody titer was 
.. 640. His disease was controlled initially 
= with 100 mg of prednisone daily. In 1972, 
>- When he was referred to us, he was taking 
<> 60 mg of prednisone daily. Physical exami- 
< mation showed an obese, hypertensive (220/ 
5 H0 mm Hg) man with. approximately 20 
=- pemphigus lesions on his body. Azathio- 
-. prine, 150 mg/day, was added to the pred- 
.. hisone. The hypertension was controlled 
with methyldopa, furosemide, and pro- 
. pranolo| hydrochloride. The prednisone 
. was gradually reduced to 40 mg daily. The 
pemphigus cleared during the next four 
- months. Pemphigus antibody titer, which 
_ was originally 40 to 80, became undetecta- 
. ble during the next six months. A second 
^. biopsy specimen of the extensor surface of 
- the forearm failed to demonstrate in vivo 
--bound pemphigus antibody. The predni- 
. sone and azathioprine were then tapered 
- over the next three to five months and 
* discontinued. The patient remained. elini- 
< eally free of pemphigus, and further sero- 
logie examinations and two additional 
biopsies performed during the next four 
years failed to demonstrate pemphigus 
- antibodies. In March of 1978, erosions 
_ suddenly developed about the patient's 
nose. A biopsy specimen of a small bulla 
demonstrated acantholysis. His serum an- 
* tibody titer, which had been negative, was. 















-. prine, 100 mg daily, were reinstituted. 

HU Case L-A 80-year-old man developed 
. mouth and scalp pemphigus in 1974. The 
pemphigus titer was 80. The patient was 
given 80 mg of prednisone daily, which 
. controlled his disease within three to four 
- months. Repeat serum antibody titer was 
20, The prednisone was decreased at a rate 
- of 2.5 mg/wk during the hext six months. 
< After the disappearance of the serum anti- 
_ body titer and failure of a second biopsy 
specimen of the forearm to demonstrate in 
“vivo bound pemphigus antibodies, the 
_ prednisone was totally discontinued during 
a three-month period. This patient is now 
sease-free and off all therapy, with no 
rologie evidence of pemphigus for 2% 
years. 

Case X—A 32-year-old man developed 
mphigus involving predominantly the 


ral mucosa and trunk. His an tibody titer 
vas 80, The pemphigus lesions responded 
n three to four months. After five months 
-of therapy the pemphigus titer was 20. The 
:Steroids were then reduced at a rate of 2.5 
amg/wk. Eight months after the beginning 
“of therapy, no serum antibody could be 
detected and a biopsy specimen failed to 
Show in vivo bound pemphigus antibody. 
‘The steroids were completely tapered 
during the next three months. This patient, 
-Te years after discontinuation of therapy, 
is clinically and serologically free of 
disease, 
— Table 2 summarizes the data on ten 
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Generalized with 
mucous mem- 
brane invoive- 
ment, severe 


1/1969 /28 









C3PA 





3/1975/31 Generalized mu- 
cous mem- 
brane, moder- 

Mucous mem- 
brane (mouth 
and nose), mild 











4/1972/58 


Generalized mu- — IgG. 
cous mem- _ 
brane, severe 


5/1974/36 






Generalized mu- IgG 
cous mem- 
brane, severe 


6/1970/52 


| . was pemphi us patients still undergoing treat- 
now 40. Prednisone, 50 mg, and azathio- - xau UR | E 


ment, Seven of these patients are clinically 
clear of disease (7, 10, 11 to 13, 15, and 16). 
Six of these seven patients have no serolog- 
ical evidence of the pemphigus antibody (7, 
10 to 12, 15, and 16). The seventh patient 
has a titer of 10. Five of these pemphigus 
patients thus far tested for in vivo bound 


pemphigus antibodies showed negative. 


test results. | 

Three pemphigus patients continued to 
display clinical activity despite therapy (8, 
9, and 14), and all have elevated pemphigus 


antibody titers. 


Note that four patients have received 
gold therapy (7 to 10). These patients were 
either not responsive to immunosuppres- 
sive agents and steroids or had serious 
steroid complications. Three of these four 
patients demonstrated a favorable clinical 
response to gold. | 


COMMENT 


In the precorticosteroid era, the 
studies of Lever and Schaumburg- 
Lever indicated that pemphigus was a 
highly fatal disease, having a 50% 
mortality at 12 months." | 

Treatment with high doses of corti- 
costeroids has resulted in the control 
of the disease.^^^ Indeed, recent stud- 
ies indieate that the mortality has 


been drastically reduced, but compli- 


cations from long-term corticosteriod 
therapy are a major problem, 


Table 1.~Immunologic, Clinical, and Therapeutic Data on 
‘Six Pemphigus Vulgaris Patients in Prolonged Remission 


initial 


Patient; immunofiuorescent 

Date of Findings Length of 
Initial Location, Remission 
Onset/ Severity Direct indirect, Therapy and off 

Age, yr of Disease Perilesional Titer Duration Therapy, yr 





igG and C3 


2/1974/48 Generalized mu- IgG, IgE, 
cous mem- IgM, IgA, 
brane, moder- C3, Clq, 
ate C4, C5, 


IgG and C3 















































640 Prednisone 4, re- 
alone 3 yr, lapsed 
azathio- March 
prine and 1978 
prednisone 
2 yr, total 
5 yr 


80 Prednisone 2, 
1% yr 


















Prednisone 
1 yr 

















t, re- 
lapsed 
dune 

1978 


Prednisone 
4% yr 

















40 Prednisone 
and me- 
thotrexate 
18 mo 

40 Prednisone 

and me- 

thotrexate 

4 yr, pred- 

nisone 

alone 1 yr 






April 
1978 










Regulation and maintenance of long- 
term steroid therapy has been dic- 
tated by clinical disease activity and 
clinical judgment. Long-term steroid 
therapy measured in years has been 
the rule. No clinical data suggested 
that pemphigus patients undergo a 
prolonged clinical remission after 
therapy until Lever and Schaumburg- 


Lever's very recent report. This dem- 


onstrated that 4095 of their treated 
patients are clinically free of disease 
off all therapy." | 

This study confirms Lever and 
Sehaumburg-Lever's observation and 
emphasizes that these patients may 
also undergo a prolonged immunologic 
remission following successful treat- 
ment. Furthermore, this study sug- 
gests that monitoring serum and in 
vivo tissue-bound pemphigus antibody 
is of value in regulating immunosup- 
pressive and/or steroid therapy. _ 

We believe that the initial efforts 
should be directed at providing ag- 
gressive therapy (steroids alone or 
together with an immunosuppressant) 
to suppress the clinieal disease com- 
pletely. The dose of drugs is deter- 


.mined by clinieal response. Thereaf- 


ter, the pemphigus serum antibody 
titer is evaluated at three-month 
intervals. When a definite decrease in 
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Table 2.—Immunologic, Clinical, and Therapeutic Data on Pemphigus Patients Currently Undergoing Therapy 


+ 


Initial immunofluorescent 






















Finding 
Patient/Date Location, MÀ 
of initial Onset/ Severity of Direct Indirect, 
Age, yt Disease Perilesional Titer Therapy Present Status 
7/1965/32 Generalized mu- igG 640 Originaliy unresponsive to predni- Clinically clear PV* titer 
cous membrane, sone, methotrexate, azathioprine; now 0 
severe responded to gold, developed 
nephrotic syndrome, gold discon- 
tinued, relapsed; now chiorambucil 
4 mg/day and prednisone 30 mg/ 
day ME ES 
8/1972/58 Pemphigus folia- IgG . |. 640 Azathioprine and prednisone poor Mild to moderate activi- 
ceus general- control. became cushingoid, good ty, PV titer 160 
ized, moderately response to. 1.5 g of gold, devel- 
severe ‘ oped hematuria, gold. stopped; 3 
myocardial infarcts in 18 mo; now, 
| prednisone 15 mg/day- | MN 
9/1966/38 Generalized and igA, IgM, IgG, 2,560 Difficult to control; currently receiv- Under good control (few — 
mucous mem- C3 (1975) (1975) ing prednisone 20 mg/day azathio- lesions), PV titer 80 
brane, severe prine 200 mg/day, gold 50 mg in- 
| tramuscularly every 2 Wk : 
10/1975/60 Generalized and. | IgG dii" 80 Azathioprine and prednisone 1 yr; - Clinically clear, PV titer j 
mucous mem-  -. developed osteoporosis, given 1 g negative for 4 mo skin — 
brane, severe gold with no improvement then biopsy shows no PV - 
chlorambucil 4 mg/day and pred- antibodies 
nisone 200 mg/day; now predni- 
sone 20 mg orally daily tapering 
2.5 mg orally each week — | | 
11/1976/58 Mouth, esophagus, IgG —— 80 Azathioprine 100 mg/day, predni- Clear, PV titer negative 
no skin lesions, sone 60 mg/day, now prednisone — (4 mo), biopsy shows 
 mild-moderate —— 20 mg/day PV antibodies 
12/1977/598 Scalp and mucous igG 80 Rapid response to 100 mg azathio- ‘Clear, serum and biopsy - 
membrane, mod- prine and 50 mg prednisone, now fail to demonstrate PV 
erately severe | 50 mg azathioprine and 45 mg antibody | 
prednisone daily. — ^. 












IgG 160 Excellent response to azathioprine ^ Clear, PV titer 10, skin 
100 mg and prednisone 80 mg/ biopsy shows no PV 
day, now prednisone 17.5 mg/day — — antibodies 


Generalized and 
mucous mem- 
brane, moderate 


13/1976/48 














14/1974/36 Generalized and igG 320 Unreliable patient, stops and starts Moderate disease, PV 
mucous mem- steroids at will ^ ^. titer 160 
brane, moderate- "S 
severe 









Clinically clear, PV titer — 
negative, skin biopsy 
shows no PV antibod- 





Pemphigus folla- IgG and C3 320 Prednisone 20 mg/day - 

ceus general- . 

ized, moderately 
| severe | | S runs ies , 

16/1975 /32 Generalized, mild IgG Repeated Classic early pemphigus controlled... — Clinically clear, PV titer 

samples with 60 mg prednisone, how 20 mg — negative 

nega- prednisone /day B: 

; » tive. | ORC 

igG and C3 320 60 mg prednisone, died postopera- - 

tively following resection for ade- 
nocarcinoma of colon, sepsis... 





15/1976/56 













































1771976/64 — Generalized, Severe 






*PV, pemphigus vulgaris. | 


titer is noted (eg, three-tube dilution the impressive faet is that, in a six- and many more patients than one 
fall in titer), the steroids are tapered year period, one third of these center can possibly collect. : 
slowly (25 to 5 mg/wk) and the pemphigus patients (six) have had a This long-term study supports the 
patients are evaluated clinically every prolonged remission while off thera- earlier observations of Peck et al^ 
month. After the disappearance of the py. This number is likely to increase that the antibody titer is of value i 
serum antibody titer (<10), a skin since an additional seven of our regulating therapy for pemphigus 
biopsy specimen from the extensor pemphigus patients, currently under patients. These authors indicated that 
surface of the forearm is examined treatment, display complete suppres- several of their patients were clinieal- 
for in vivo bound pemphigus antibody. ^ sion of their clinical disease as wellas ^ ly and serologically free of pemphigus 
If no pemphigus antibody is detected, minimal pemphigus antibody titers of while receiving no therapy for a peri- 
the steroids and immunosuppressive 10 or less (Table 2). The efficacy of od of months to years. In addition, 
agents are then gradually discontin- this approach to the therapy of several of their patients were in clini- 
ued. The steroids are tapered ata rate pemphigus will ultimately be judged cal and serological remission while. 
of approximately Z5 mg every two clinically in terms of avoidance of receiving very small doses of ster- 
weeks. steroid complication and in the inci- ^ oids. : 
. While this preliminary study sam- dence and length of remission. These The steroid complication, so promi- - 
ple admittedly is small (17 patients), data will require years to complete nent in pemphigus patients treated ` 


UT 
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-with steroids, has led us and others to 


employ various immunosuppressive 
agents in an effort to reduce the dose 
of steroids needed to control the 
patient's condition. Our experience is 
too limited to draw any conclusions as 
to whether these agents do provide a 
steroid-sparing effect in pemphigus 
or to judge the efficaey of one agent 
over another. A few comments about 
our experience are, however, war- 
ranted. Methotrexate, in combination 
with prednisone, aggravated the oral 
: üleers of pemphigus in an observation 
noted by others.’ Gold, as noted 
above, can be an effective therapeutic 
agent in steroid-resistant pemphi- 
gus. [t may, however, as in case 7, 
produce a nephrotic syndrome whose 
“cause may be secondary to immune 
complex formation.” 

. One clinieal feature, not often 
stressed in most textbooks, is that 
involvement of the nasal mucosa with 
pemphigus may produce a great deal 
of patient diseomfort. This was a 
major symptom in patients 10, 13 
(Table 2), and 4 (Table 1). 

Several immunologie observations 
are noteworthy and must be empha- 
sized. These are as follows: 

. 1l. The disease of patients 15 and 16 
-was diagnosed clinically and histologi- 
cally as pemphigus several weeks 
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before serum and in vivo bound 


pemphigus antibodies became detect- 
able. The diagnoses were made clini- 
cally at the immediate onset of the 
patients’ disease when they displayed 
only a few lesions. 

2. All patients responding to thera- 
py demonstrated a sharp fall in 
pemphigus antibody titer. The three 
recurrences (patients 1, 4, and 5) were 
associated with a reappearance of in 
vivo and serum pemphigus antibodies 
that three to six months before could 
not be detected by immunofluorescent 


examination of normal,skin or se- 


rum. 

3. In general, our experience indi- 
cates that the initial antibody titers of 
untreated pemphigus patients corre- 
late with the extent of disease and 
with suecessful treatment. With the 
disappearance of lesions, the pemphi- 
gus antibody titer falls. The period of 
time before a meaningful fall in titer 
was approximately three to four 
months. 

4. Persistence of high titer pemphi- 
gus antibody, despite intensive thera- 
py. was found in association with 
continued clinical activity. 

These observations are similar to 
those made by other investigators 
who have demonstrated a general 
correlation between antibody titer 
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and extent of disease and a fall in 


antibody titer following thera- 
py.*!*'** Exceptions to these state- 
ments occasionally have been not- 
ed.’ Anderson et al, in fact, failed to 
note a positive correlation between 


titer and extent of disease.” 


5. Finally, these data demonstrat- 
ing a complete disappearance of pem- 
phigus antibodies in 13 of 16 patients 
during treatment of their disease and 
the reappearanee of pemphigus anti- 
bodies in three of three patients 
during relapses strongly suggest, but 
certainly do not prove, a cause and 
effect relationship between this anti- 
body and the pemphigus disease 
process. 
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Iodochlorhydroxyquin-H ydrocortisone 


Treatment of Fungal Infections 


Double-Blind Trial 


Howard I. Maibach, MD 


è A double-blind multicenter study 
compared the antifungal effectiveness of 
an iodochlorhydroxyquin-hydrocortisone 
cream with that of its individual compo- 
nents in 354 patients with cutaneous 
fungal infections. After seven days of 
treatment, the combination was consider- 
ably better than hydrocortisone or the 
cream vehicle with respect to erythema, 
scaling, itching, and patients' and physi- 
cians' evaluations. The proportion of 
patients in the iodochlorhydroxyquin- 
hydrocortisone and iodochlorhydroxyquin 
groups who changed from positive results 
on potassium hydroxide examination at 
baseline to negative results on potassium 
hydroxide examination after treatment 
was significantly greater than that in the 
hydrocortisone and placebo groups. The 
conversion rate associated with the io- 
dochiorhydroxyquin-hydrocortisone and 
the iodochlorhydroxyquin treatments was 
significantly different from that associated 
with hydrocortisone alone or placebo 
treatment. 

(Arch Dermatol 114:1773-1775, 1978) 


yo severa] decades ago anti- 


infective corticoid topical combi- . 


nations enjoyed considerable use, 
their dermatologie utilization has de- 
creased. No such combinations for 
cutaneous application have received 
regulatory approval in the United 
States in recent years. Arguments 
against their use are varied and 
complex. A compelling argument has 
been the lack of double-blind con- 
trolled efficacy studies. Long overdue, 
several such studies are now avall- 
able. ~ 
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The present multicenter study in- 
vestigated the antifungal effects of a 
combination drug containing the anti- 


infective agent iodochlorhydroxyquin 


and the eorticoid hydrocortisone. 


METHODS 


This multicenter study was a double- 
blind, randomized, parallel, four-compart- 
ment design. Investigators used the same 
protocol and identical patient record forms. 
To standardize study procedures, methods 
of recording data, and, by means of clinical 
slides, diagnosis and severity ratings, the 
investigators met prior to the study. 

Patients selected were male or female 
ambulatory outpatients, at least 6 years of 
age, with a cutaneous fungal infection such 
as tinea cruris, tinea corporis, tinea pedis, 
or moniliasis. Patients with fungal infee- 
tions of the scalp and nails were excluded. 
Other exelusion factors included hypersen- 
sitivity to iodochlorhydroxyquin, hydrocor- 
tisone, or related compounds; fungal infec- 
tions requiring systemic therapy; systemic 
antibiotic, antifungal, or 
therapy within three weeks of study; topi- 
eal antibiotic, antifungal, or corticosteroid 
therapy within one week of study; and 
pregnancy. Informed consent was obtained 
from each patient selected after the nature 
of the study had been explained. 

Prior to treatment, a patient history was 


obtained and a microscopic examination of 


potassium hydroxide-dimethyl sulfoxide- 
digested samples of the skin and/or hair 
for the confirmation of the presence of 
fungal elements was performed in the 
investigator's office. Before and after the 
study, scrapings from the affected site 
were sent to a central laboratory for verifi- 
cation and isolation or identification of the 
fungal type according to established proce- 
dures.** Sabouraud's, Mycosel, and derma- 
tophyte test media were inoculated. If only 
a minimal quantity of material was avail- 
able, Mycosel agar alone was used. 
Patients were randomly assigned to one 
of four treatment groups: 3% iodochlorhy- 
droxyquin and 1% hydrocortisone cream; 
3% iodochlorhydroxyquin cream; 1% hydro- 
cortisone cream; and the cream vehicle 
alone. The cream was applied in a thin 
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layer to the affected area three times daily 
without occlusive dressing. Materials were 


formulated to be of identical appearance. : 


All patients were provided with nonmedi 
cated soap (Neutrogena). 

Patients returned after two or three: 
days (visit 2) and seven days of treatment. 
(visit 3). At the pretreatment visit. and at. 
each of the two visits during the drug. 
treatment period, the phy siclan assessed 
the degree of severity of erythema, sealing, 
vesiculation, and exudation using the 
following five-point seale: (1) absent, (2) 
mild, (3) moderate, (4) severe, and (5) very. 
severe; the patient assessed the severity. of : 
itching using the same scale. At visits 2 
and 3, the physician evaluated the clinical 
response according to the following six- 
point seale: (1) excellent, (2) good, (3) fair, 
(4) poor, (5) no change, and (6) worse. At. 
these visits, the patient evaluated the 
change in discomfort since initiation of. 
treatment as completely gone (1), much. 
better (2), somewhat better (3), the same. 
(4), and worse (5). E 
The analysis of covariance procedure’ 
was used. to test the significance al 
between-treatment differences in erythe-- 
ma, sealing, and itching. This procedure 
adjusts the posttreatment mean differ- 
ences for possible differences that may. 
have existed prior to treatment. The analy- 
sis of variance procedure’ was used to test. 
the significance of between-treatment dif-. 
ferences in the patient evaluation. of. 
discomfort and the physician evaluation of 
overall clinical response. In order to keep 
the overall significance level within each 
analysis at P < .05, the Student. Newman- 
Keuls multiple comparison test was used.. 
Because exudation and vesieulation were 





absent in a large number of patients at the 


pretreatment visit, these variables were 
not analyzed statistically. 


RESULTS 


 Twenty-seven dermatologists at 23 
centers enrolled 557 patients; data 
from 24 patients were not included i 
the effieaey analysis mainly because 
of use of prohibited medications or 
failure to follow the visit schedule. In 
the remaining 533 patients, pathogen- 
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de fungi were cultured frc 
men obtained at tlie first visit in 354 
patients. Only data from these pa- 
: tients are presented. 

. These 354 patients were distributed 
among the four treatment groups as 
follows: iodochlorhydroxyquin and hy- 
drocortisone, 89 patients; iodochlorhy- 
droxyquin, 83; hydrocortisone, 96; ve- 
hicle, 86. Most patients in each group 
Were private outpatients. Tinea pedis, 
tinea cruris, and tinea corporis were 
the most frequent diagnoses, affect- 
ing 121, 105, and 80 patients, respec- 
tively. Moniliasis was the diagnosis in 
37 patients, while 11 patients had 
other diagnoses. Trichophyton ru- 
brum, T mentagrophytes, Epidermo- 
phytum floccosum, and Candida albi- 
cans were the most frequently found 
fungi. | 

. After visit 2, 18 patients dropped 
out of the study —12 because of failure 
to follow the appointment schedule, 4 
because of an unsatisfaetory thera- 
peutic response, and 2 because of side 
effects. The visit 2 data beeame the 
final visit data for these patients. To 
obtain a final treatment response 
from all patients, a "last visit" was 
created by combining the visit 2 data 
from those patients who dropped 
after visit 2 and the visit 3 data from 
those patients who completed visit 3. 
 Statistically significant differences 
among the four treatment groups are 
summarized in Table 1. The iodochlor- 
hydroxyquin-hydrocortisone — eream 
vas significantly better than hydro- 
cortisone alone or the vehicle with 
respect to all five clinical assessments 
at visit 3 and the last visit. The combi- 
nation was significantly better than 
odochlorhydroxyquin alone with re- 
pect to erythema and physician eval- 
lation at visit 3 and the last visit. 
Results of the physician evaluation 
M overall clinical response and the 
atient assessment of discomfort at 
he last visit are shown in Tables 2 and 
respectively. The physician evalua- 
ion indicated that 65% of patients 
reated with the iodochlorhydroxy- 
juin-hydrocortisone cream achieved 
n excellent or good response com- 
ared with 46% of those treated with 
dochlorhydroxyquin alone, 32% giv- 
hydrocortisone alone, and 25% 
reated with the vehicle. 

-Discomfort was completely gone or 
iuch better in 64% of patients treated 
th the combination (Table 3). A 
milar response was obtained in 55% 
f patients given iodochlorhydroxy- 
uin alone, 42% treated with hydrocor- 
sone alone, and 30€ of those treated 
with the vehicle. 

. In the iodochlorhydroxyquin-hydro 
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IHC vs HC* 











Erythema 
Visit 2 
Visit 3 
Last visit 

Scaling 






Visit 2 € 
Visit 3 P< 05 
Last visit 

itching 


Visit 2 Trena 
Visit 3 Pex Ot 
Last visit P< 01 


Patient evaluation 

Visit 2 bad 

Visit 3 « 01 

Last visit 

Physician evaluation 
Visit 2 






quin; V, vehicle. 


lodochlor- 







hydroxyquin- 
Response Hydrocortisone 
Excellent — 19 (2196) 


39 (4496) 
21 (24%) 
7 (896) 
1 (196) 
 2(296) 


Good . 













i Weighted mean* 2.307 


* Scale: (1) excellent, (2) good, 


Table 1.— Statistical Significance of Clinical Assessment 


IHC vs i 






Visit 3 P< 01 ps 
Last visit P «01 Pix 


Table 2.—Physician Evaluation of Overall Clinical Response at Last Visit 
Treatment, No. of Patients 

m M 

lodochlor- 

hydroxyquin 





14 (1796) 
24 (29%) 
18 (22%) 
21 (25% 










3 (496) 


(3) fair, (4) poor, (5) no change, (6) worse. 












IHC vs V IvsV tys HC HC vs V 

































Pix P< 01 — P «.05 
P« 01 P< 01 P< 05 
Bom Pix 


















P « 05 










P<.01 P<.01 P<.05 







P< O01 P< 08 


“IHC indicates iodochiorhydroxyquin-hydrocortisone; HC, hydrocortisone: |, iodochtorhydroxy- 











Hydro- 
cortisone 





Vehicle 

























24 (25%) 
33 (34%) 
20 (21%) ` 
| 9 (9%) 


20 (23%) 
32 (3795) 
20 (23%) 
5 (6%) 







3 (495) 






2.811 3.09 





*Significantly better than iodochlorhydroxyquin alone, hydrocortisone alone, and vehicle. 


FSignificantly better than vehicle. 





todochior- 
hydroxyquin- 
" Hydrocortisone 
21 (24%) 
36 (40%) 
23 (26%) 
5 (6%) 


Response 
Completely gone 
Much better - 
Somewhat better 
About the same 












Weighted mean” 2.274 


Table 3.—Patient Assessment of Discomfort 


= ws Treatment, No. of Patients 
nn i 
lodochior- 
hydroxyquin 
16 (19%) | 
30 (36%) 
20 (24%) — 
13 (16%) 










“Scale: (1) excellent, (2) good, (3) fair, (4) poor, (5) no change, (6) worse. 











Hydro- 
cortisone 
9 (996). 
23 (24%) 
27 (2895) 










Vehicle 













23 (27%) 
27 (31%) 

























2.511 2.86 


?Significantly better than vehicle and hydrocortisone alone. 


cortisone group, 49% of the patients 
who had positive potassium hydroxide 
examination results at visit 1 had 
negative results of potassium hydrox- 
ide examination at visit 3. Conversion 
rate was 56% for those given iodo- 
ehlorhydroxyquin alone, 19% for those 
treated with hydrocortisone alone, 
and 28% for those given only the vehi- 





cle. The proportion of patients treated 
with the combination and iodochlorhy- 
droxyquin alone who changed from: 
positive potassium hydroxide exami- 
nation results at visit 1 to negative 
potassium hydroxide examination re- 
sults at visit 3 was significantly 
greater than that in the hydrocorti- 
sone and vehicle groups. 
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The weighted mean score of the 
physician evaluation of overall clinieal 
response at the last visit indicated 
that the combination of iodochlorhy- 
droxyquin and hydrocortisone was 
eonsistently better than either of its 
active components or the vehicle in 
the treatment of tinea pedis, tinea 
eruris, and tinea corporis. The combi- 
nation drug was the best treatment 
for moniliasis, although the number of 
patients in the four treatment groups 
was small. 

Side effects were reported for two 
patients receiving the iodochlorhy- 
droxyquin-hydrocortisone combina- 
tion (extreme erythema and burning, 
one patient; pain in area, one patient), 
four patients receiving iodochlorhy- 
droxyquin alone (increased pruritus, 
erythema, three patients; hives, one 
' patient), three receiving hydrocorti- 
sone alone (burning, one patient; 
increased itching, one patient; in- 
fluenza syndrome, one patient), and 
six receiving the vehicle (erythema 
and burning, two patients; cellulitis of 
foot, one patient; pain, oozing, and 


itching, one patient; itching, vesicula- 


tion, one patient; fissure between 
toes, one patient). Side effects re- 
sulted in discontinuation of the drug 
in one patient receiving the combina- 
tion, four receiving iodochlorhydroxy- 
quin alone, and three receiving the 
vehicle. 


COMMENT 


The combination of iodochlorhy- 
droxyquin with its antifungal and 
antibacterial action and hydrocorti- 
sone with its anti-inflammatory ef- 
fects has been widely used since 1956 


for the treatment of fungal and bacte- 
rial cutaneous infections. Strains of 


fungi isolated from superficial skin 
lesions, including C albicans, T menta- 
grophytes, T rubrum, Microsporum 
canis, and E floceosum, have been 
shown to be sensitive to low concen- 
trations of iodochlorhydroxyquin.* 

In a double-blind controlled study, 
C. L. Carpenter, MD, et al (unpub- 
lished data) compared the combina- 
tion of iodochlorhydroxyquin and hy- 
drocortisone with each of its compo- 
nents and the cream vehicle in 88 
patients with a variety of fungal 
infections. After one week of treat- 
ment, a good to excellent response was 
achieved in 57% of patients given the 
combination drug compared with 48% 
given iodochlorhydroxyquin alone, 
32% given hydrocortisone alone, and 
487. given the vehicle. Response to 
treatment occurred much earlier in 
patients receiving the combination 
than in those receiving the other 
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treatments. 

The results described by Carpenter 
et al were confirmed in a larger 
number of patients in the multicenter 
study described here. In this study, at 
both visit 3 and the last visit, the 
combination was significantly better 
than hydrocortisone or the vehicle 
with respect to all five clinical assess- 
ments—erythema, scaling, itching, 
and physician and patient evalua- 
tion—and significantly better than 
iodochlorhydroxyquin alone with re- 
spect to erythema and the physician 
evaluation. Each component of the 
combination treatment contributes 
significantly to the clinical effect of 
the drug. 

Wachs and Maibach’ used beta- 
methasone valerate, gentamicin sul- 
fate, or a combination of the two to 
treat 79 patients with infected atopic 
dermatitis. After 22 days of treat- 
ment, results were rated as excellent 
in 72% and good in 20% of the 25 
patients treated with the combina- 
tion. Excellent results were obtained 
in 56% and good in 18% of the 27 
patients treated with the steroid 
alone. In the 27 patients given 
gentamicin alone, 30% achieved an 


excellent response and 4% a good | 


response. 

In a four-week double-blind trial, 
Mertens et al* treated 63 patients with 
inflamed skin infections of bacterial 
or mycotic origin with a combination 
of miconazole nitrate and hydrocorti- 
sone or one of its constituents alone. 
In the 21 patients treated with the 
combination, the infection was cured 
in 18 and much ameliorated in three at 
the end of the four-week treatment 
period. Similar results were obtained 
in 70% of the 20 patients treated with 
miconazole alone and 9% of the 22 
patients treated with hydrocortisone 
alone. 

Miller? found that 75% of the 16 
patients with secondarily infected 
common dermatoses and primary fun- 
gal infection treated with a flumetha- 
sone  pivalate-iodochlorhydroxyquin 
combination for seven days achieved a 
good to excellent overall response. 
Flumethasone and iodochlorhydroxy- 
quin alone produced pona to excellent 
results in 56% and 32%, respectively, 
of patients treated. Similar results 
were obtained in 31% of patients 
treated with the cream base, 

Konopka et al reported the results 
of a double-blind study involving 430 
patients with dermatologic conditions 
complicated by secondary bacterial 
involvement. Conversion rate and 
clinical improvement were markedly 
greater in patients treated with a 
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flumethasone pivalate- iodochloi 
droxyquin combination than in thos 
treated with either of the component 
alone or with the placebo cream. 
Neither the efficacy study pre- 
sented here nor the other double-blind: 
eontrolled studies quoted should he. 
interpreted out of context. The effica- 
cy must be balanced against potential 
for toxicity of any added component 
of a formulation. What they do 
demonstrate is the fiducial limits o- 
the degree of improvement gained b 
adding an anti-inflammatory agent t 
an antimicrobial agent in ‘uncompli- 
cated cutaneous f ungal infection. | 


The following 27 dermatologists participated 
in this study: Lawrence J. Brecker, MD; Gary Ro 
Brown, MD; Daniel C. DeBoer, MD; Norman A. 
Fogel, MD; Robert P. Friedman, MD: Arnold H. 
Gould, MD; Richard A. Hawkins, MD; Sidney N 


Indgin, MD; Stanley E. Jacobs, MD; Coleman. 


Jacobson, MD; Thomas H. Lamb, MD; Irving R. 


Martinez, Jr, MD; Elizabeth 1. MeBurney, MD; , 


Glenn E. McCormick, Jr, MD; Alan Menter, MD; 
Richard €. Miller, MD; W. Stacy Miller, MD; 
Morris S, Minton, Jr, MD; Lee T. Nesbitt, Jr, MD; 
Dennis E. Newton II, MD; Vincent T. Peng, 
MD; Carolee J, Raps, MD; Arnold C. Ratner, MD; 
R. Neal Schneiderman, MD; Daniel F. Shanahan, 
MD; Larry O. Sharpe, MD; TJ. Wakeman, MD. 


Nonproprietary Names and 
Trademarks of Drugs 


lodochlorhydroxyquin—Vioform. 
lodochlorhydroxyquin-hydrocortisone— - 
"Vioform-Hydrocortisone. " 
Hydrocortisone—Cort-Dome, Cortef, Corti. 
fau, Cortril, Hycortole, Hydrocortone. 
Gentamicin sulfate—Garamycin. 
Miconazol nitrate —Micatin, Monistat. 
Flumethasone pivalate—Locorten. 
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Zine Sulfate in Acne Vulgaris 


-> Virginia M. Weimar, MD; Susan C. Publ, MD; Wade H. Smith, MD; James E. tenBrocke, MD 


= © The effects of orally administered 
_ zinc sulfate in 52 patients with mild to 
|... moderate acne vulgaris were compared to 
-those of a placebo capsule. The numbers 
. of comedones, papules, pustules, infil- 
trates, and cysts were counted at each 
. Visit over a 12-week period. Forty patients 
completed the study. Zinc appeared to 




























: ‘pustules but not on comedones, papules, 
infiltrates, or cysts. Fourteen patients 
: (50%) i in the zinc group had side effects of 
_ nausea, vomiting, or diarrhea. Six patients 
21 %) in the zinc group could not tolerate 
he nausea and withdrew from the study. 
_ (Arch Dermatol 114:1776-1778, 1978) 


On administered zine has been 
| reported by Michaélsson et al 
to have beneficial effects on acne 
"vulgaris. Their interest in zinc treat- 
ment of acne arose from observations 
-of improvement of severe acne in one 
f their patients with acrodermatitis 
enteropathica, a zinc-deficiency dis- 
ease. They found orally taken zinc to 
)é more effective than orally taken 
itamin A and equally as effective as 
.OXytetracyeline in aene patients,'^ 
. However, Weismann et al found zinc 
sulfate to be no more effective than 
cebo.’ In the present double-blind 
ontrolled study, the effects of oral 
ine sulfate therapy were compared 
vith those of a placebo in patients 
with mild to moderate acne vulgaris. 


SUBJECTS AND METHODS 


"The study was conducted between Octo- 
ber 1977 and February 1978. Fifty-two 





. Aecepted for publication Aug 16, 1978. 

p. From the Dermatology Department, Universi- 
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. have a somewhat beneficial effect on — 


patients (28 female, 24 male) between the 
ages of 14 and 25 years with mild to 
moderate facial acne began the study after 
being fully informed about its nature. 
None of the patients had been taking 


antibiotics or contraceptives orally, or 


using antibiotics, retinoic acid, or benzoyl 
peroxide topically for at least two months 
prior to beginning the study. Duration of 
acne varied from less than one year to 15 
years and was not significantly different 
between the zine and placebo groups (Table 
1). Twenty-six patients (50%) had had aene 
for more than five years and 17 (83%) for 


two to five years. Twenty-five patients had 
previously taken tetracyclines for their 


acne and the results were considered un- 
satisfactory in nine. 

A random number table was. edd to 
assign patients to either the zinc group (28 
patients) or the placebo group (24 
patients). The zine group was treated with 
zinc sulfate capsules (Orazine), 220 mg, 
corresponding to 50 mg of elemental zine, 
three times daily with food. The placebo 
group took a similar pink eapsule contain- 
ing lactose, cornstarch, and magnesium 
stearate three times daily. All the patients 
were instructed to continue using the same 
Soaps, cosmeties, or over-the-counter topi- 
cal acne agents (except benzoyl peroxide) 
they had been using prior to beginning the 
study. 

At the initial visit and at 2, 4, 6, 8, and 12 
weeks thereafter, each patient was seen by 
two examiners who independently counted 


papules, pustules, infiltrates, and cysts (as 
defined by Michaélsson et al ) on the face 


and submandibular area. Comedones were 
counted in a 4-sq cm area where they were 


most densely concentrated; this site was 


noted on the initial record and the same 
area was examined on each subsequent 
visit. Acne on the chest and back was not 
studied. 


The average of the lesion counts was —— 


used in the statistical analyses. A severity 
index was assigned tó each patient at each 
visit aceording to the method of Michaéls- 
son et al.’ The patient's subjective impres- 
sion was recorded at éach return visit as 
follows: marked improvement, moderate 
improvement, slight improvement, no 
change, or worse. : | 


RESULTS 


Forty patients (18 zine, 22 placebo) 
completed the study. Although they 
were randomly assigned to the treat- 
ment groups, patients in the zine 
group appear to have had less severe 
acne initially. However, there were no 
statistically significant differences in 
initial lesion counts (Table 2). 

The Figure illustrates changes in 
lesion eounts and severity indexes 
over the study period. It also shows an 
interaction P value that measures 
differences between the two groups in 
the changes. experienced by each 
subject. These P values were all 
greater than .05, indicating no signifi- 
cant differences between the treat- 
ment groups. The ‘counts of ¢ome- 
dones, papules, and infiltrates for the 
placebo group paralleled those for the 
zine group throughout the study. The 
pustule counts and severity indexes 
were parallel for the first six weeks, 


Table 1.—Fifty-two Patients With Acne Vulgaris 


Age, yr 
Mean | 


No. of Patients 
Zinc 
Placebo 








| Duration, yr 
_ Mean Range 
145 
2048. 


Sex, 
M:F 
13:15 
11:33 


Range 
14-25 
14-24 


Zinc Sulfate in Acne Vulgaris-- Weimar etal |. 














omedones ) 
p=.15) 











* 








Comparison of mean lesion counts +2 SEM for zinc and placebo groups. 
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Table 2.—Le: 








Pretreatment j 






Placebo l 
Mean 





P Value 








Comedones 
- Papules 
: Lust 







“Severity index 45. 9 







definite, 
group. 

: As shown in Table 2, there was a 
37% decrease in pustule counts in the 
ine group at 12 weeks, compared with 
io ehange in the placebo group. Come- 


improvement - in the zine 












































the zine group compared to 37% to 38% 


ignificant difference. The decrease 
n infiltrates was also essentially the 
same for both groups (TT*6 zine, 82% 
lacebo). The changes in cyst counts 
e not meaningful since the numbers 
(so small. There were no signifi- 
nt differences in subjective i impres- 
nsof the patients at any time in the 
dy. 

‘here. was a high incidenee of 
itrointestinal side effects in the 
e group. Eleven patients (40%) in 
» zine group, compared to only one 
n the placebo group, reported nausea 
vomiting. This was severe enough 
‘to cause six (21%) of the patients in 
the zine group to drop out of the study. 
Four of these dropped e out within the 
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c£; Michaélsson G, Vahlquist A, Juhlin L: Serum 
ne and retinol-binding protein in aene. Br J 
matol 96:283-286, 1976. ` 

“Michaélsson G, Juhlin L, Ljunghall K: A 
nible-blind study of the effect of zine and 
tetracycline in aene vulgaris. Br J Dermatol 
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n Counts and Severity indexes - 


zinc 
Mean 







D 


"These P values were calculated by x^ test because of the small numbers of these icine. 
Student's f test was used to compare the other lesions and severity indexes. 


n there seemed to be a slight, but 


ones and papules decreased 47% in 


n the placebo group. This is not a- 











.. % Decrease 
Posttreatment 
MÀ ÓÓ—— 


P Value Zinc Placebo 


Posttreatment 






Placebo 
Mean 

























44.6 











first five days of the study and the 
other two at four and seven weeks, 
respectively. An additional three pa- 


tients (10%) in the zine group had — 


diarrhea, but remained in the study. 
Four patients in the zinc group with- 
drew after two to eight weeks because 


of lack of improvement or worsening | 


of their acne. Two patients in the 
placebo group withdrew at two to four 


weeks because of worsening of their 


acne. 
COMMENT 


Zine sulfate was no more beneficial | 


than placebo for the comedones, 


papules, or infiltrates of mild to 


moderate aene vulgaris. Meaningful 
conelusions regarding its effect on 


cysts cannot be drawn from this 


study. It appeared to have a slightly 


beneficial. effect on pustules after at 


least six weeks of treatment. Howev- 
er, the effect of placebo in aene varies 
between 19% and 56% improvement 
according to the literature, so the 37% 
improvement in pustules attributed to 
zinc may still be a placebo effect. 
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Zinc Sulfate in Acne Vulgaris—Weimar et al _ 


Tf the. effect of z zine on pustules is 
real, perhaps it is due to stabilization 
of biological membranes, inhibition of 
histamine release from mast cells, or 
an effect on macrophage phagocytic 
activity as suggested by Michaélsson 
et alte 

There was a high incidence of 
gastrointestinal side effects, especial- 
ly nausea, in the zine group; this usual- 
ly occurred shortly after the patient 
started zine therapy. Weismann et al 
also found a high incidence (25%) of 
nausea in their zinc-treated patients. 


-Perhaps the incidence of nausea would 


have been lower had we used gluco- 

nate zine rather than zine sulfate. 
Since this article was prepared, 

Orris and associates have published 


data indicating no early clinical effect 


of oral zine therapy. on male patients 
with moderate aene; Our data are 


essentially in agreement with theirs, 


except for the slightly beneficial 
effect of zinc on pustules after atleast - 
six weeks of treatment. In conclusion, 
we are reluctant to recommend oral 


Zinc sulfate as treatment for acne - 


vulgaris because of the high incidence — 


_of gastrointestinal side effects. How- _ 


ever, it may be beneficial to selected 
patients with. mild to moderate pustu- 


| lar acne.’ 


Barbara. Broffti, MS, S performed the statistical 
analyses. 

Mericon Industries Inc, Peoria, 1, supplied 
the zine sulfate as Orazinc ane the Deere 
capsules. : 


Nonproprietary TN 
Trademarks of Drug 
Zine sulfate—Op-Thal-Zi: n, Orazine, Vera- 
zinc. 


biological membranes. Life Sei 
195 


18:1041- 1049, 


t kemirek W, Maslinski C: The affect of 
zine ions on selective and. nonselective. histamine 
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Treatment of Keratoacanthomas With 


Intralesional Fluorouracil 


COL Richard B. Odom, MC, USA, LTC Detlef K. Goette, MC, USA 


e Fourteen patients with 26 keratoacan- 


thomas (KA) were treated weekly with 


intralesional injections of fluorouracil. 

Twenty-five lesions cleared in an average 
of three weeks (range, two to eight weeks) 
after an average of 2.8 injections. One KA 
failed to respond after five weekly injec- 
tions and was excised, No recurrences or. 
meaningful side effects were observed. it 
appears that treatment of KA with intrale- 
sional fluorouracil injections is a safe, 


effective, and. convenient mode. of treat- 
ment yielding excellent cosmetic results. 


(Arch Dermatol 114:1779-1783, 1978) 


ecent reports of successful treat- 
ment of keratoacanthomas (KA) 
with topical applications of fluoroura- 
cil ointment’? and with intralesional 
injections of fluorouracil’ prompted us 
to study the effect of the latter thera- 
peutic modality on a series of patients 
with solitary and multiple KA in an 
ambulatory care setting. 


PATIENTS AND METHODS. 


Eight men and six women ranging in 


age from 50 to 82 years (average age, 66 
years) had a total of 26 rapidly growing 
single or multiple lesions with a history 
and morphologie characteristics of KA 
(Table). All tumors oceurréd in sun-exposed 
areas, and all patients had evidence of 
sun-damaged skin, eg, a history of and/or 
lesions present of actinic keratosis, telan- 
giectasia, poikiloderma of Civatte, actinic 
cheilitis, sebaceous hyperplasia, and basal 
or squamous cell carcinoma. All patients 
were otherwise healthy and had no known 
allergic reactions to fluorouracil, They 
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were informed of their conditions and 
available treatment modalities and chose 
this mode of treatment. A biopsy, per- 
formed in one patient who had multiple 
lesions, demonstrated KA. 


TREATMENT 


On the initial visit, eaeh lesion was 
injeeted with a sterile aqueous solution of 
50 mg/eu ml of fluorouracil. A 27- or 30- 
gauge needle was inserted tangentially 
into the slopes of the lesion in three or four 
sites, and 0.1 to 0.3 ml was injected cireum- 
ferentially in addition to a 0.1- to 0.2-ml 
deposit sublesionally. This procedure was 
repeated once a week until the tumor size 
decreased by 60% to 80%. Thereafter, the 


patient was followed up on a weekly basis. 


Any lesion that did not regress more than 


60% to 80% after five Injections in a period 


of one month was exeised and examined 
histologically. 

Complete blood cell counts were obtained 
in two patients before and after. treat- 
ment. 

For exemplification, 
treatment courses of three patients are 
described and documented. 
























sions) 






2/63/M 


3/82;M 
4/80/F 
5/55;M 
6/56/F 
7/TALF 
. 8/61/M 
S. .9/50/M 
. 10/68/M 
|31/64/M 
-12/65/F 
13/52/F 
44/72/F 


Dorsum hand 

















Forearm 
Dorsum hand 
Forearm 
Dorsum hand 






Upper arm 
Dorsum 


September 1976 with a KA on the dorsum 


. lesions developed in the periphery of 


wound had healed in a normal manne 


surgery he had burned his right. forez 


automobile | 
| developed in these burn sites simultanec 


of both hands in 1974 and 1975 


the histones and 


Patient Data * 


_ No. of : 
Case/ Duration,  Intralesíonal —— Cleared, up, — 
Age, yr/ Sex wk Location injections wk —— mo | 
1/60/M 2-3 L dorsum hand (2 lesions) (8 3 -18. 
R dorsum hand (4 ie d 3 A 


R forearm (4 lesions) 


Keratoacanthomas and Fiuorouracil—Odom & Goette 

































REPORT OF CASES 


Cask L—À 80-y ear- -ald man was seen 


of the right hand. The lesion was remove 
entirely by a disking procedure and th 
area left to heal by secondary intentio 
Approximately ten days later, four disti 


wound (Fig 1j. The central portion of 


Also noted were five nodular lesions on th 
extensor surface of the right forearm. and 
two nodular lesions on the dorsal surface 
the left hand (Fig 2 and 3). The pa 
explained that two weeks prior to 


and left hand with scalding water from 
radiator. The nodules | 


ly with the nodules in the surgicalsite 
nodule from the right forearm under 
biopsy and was interpreted as a KA 
patient had a history of KAs on the. dors 


The lesions were injected twice durin; ra 
seven-day period and they began regres 
ing at ten days. One additional injection to 
the regressing lesions was administere 















Follow- | 









* * 





Fig 1.—Keratoacanthomas developing in periphery of healing Fig 2.—Keratoacanthomas in area of thermal burn. right fore- 






wound, right hand. arm. 
ig 3.— nth in area of ther- TY soxcs UEM a 
Fig 3.—Keratoacanthomas in area - zT uu E 
mal burn, left hand. Ob oe 7. 
x Se Ze 
oe 
" . w _ f » 
At three weeks, seven lesions were clear, " > 
and the remaining three lesions were 90% w^ ZY 


A . i 


to 95% resolved. Follow-up at one month 
showed clearing of all lesions (Fig 4 to 6). 
No additional KAs have appeared over the 
ensuing 14 months. 

Cask 2.—An 82-year-old man had an 
asymptomatic, 16-mm, raised, dome- 
shaped, whitish-yellow, rapidly growing 
tumor of three weeks’ duration on the 
dorsum of the right hand (Fig 7). The 
patient had sun-damaged skin with many 
facial actinic keratoses. A clinical diagnosis 
of KA was made and the patient was 
treated as described in “Methods.” Within 
seven days the tumor had partly eroded, 
and necrotic, viscid, purulent debris was 
exuding from the lesion. The lesion was 
again injected with 0.4 ml of fluorouracil 
solution. Seven days later, when the tumor 
was 30% of its original size, the dry, 
semiannular, keratotic wall of the lesion 
was reinjected. Fourteen days later, the 
dorsum of the hand showed a slightly hypo- 
pigmented area at the site of the original 
KA (Fig 8) No additional KAs have 
appeared during the ensuing six months. 

Case 3.—A 55-year-old man had a slightly 
tender, elevated tumor with a central kera- 
totic mass of five to six weeks’ duration in 
the center of the lower lip (Fig 9). The 
tumor was noted to be indurated and grow- 
ing rapidly. No regional lymphadenopathy 
was detected. A clinical diagnosis of KA 
was made, and the patient was treated 
with intralesional fluorouracil solution 
weekly for a total of four injections. With- 
in two weeks, the lesion was 70% of its 
original size. At eight weeks, the lesion had 
resolved (Fig 10) and a 13-month follow-up 
visit demonstrated no recurrence. 


Fig 4.—Lesions of right hand resolved one 
month after initiation of intralesional fluor- 
ouracil therapy. 
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Fig 5.—Lesions of right forearm resolved 
one month after initiation of intralesional 
fluorouracil therapy. 









Fig 6.—Lesions of left hand resolved one 
month after initiation of intralesional fluor- 
369 ouracil therapy. 


Fig 7.—Keratoacanthoma of dorsum of 
right hand prior to treatment. 


E a 
NN - » bw x 
HIMEN 
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Fig 8.—Lesion of dorsum of right hand 
resolved after intralesional fluorouracil 
therapy. 





Fig 9.—Keratoacanthoma in center of 
lower lip prior to treatment. 





Fig 10.—Resolution of lesion of lower lip 
eight weeks after initial injection of fluor- 
ouracil solution. 
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RESULTS 


Of 26 KAs in 14 patients, 25 lesions 
cleared in an average period of three 
weeks (range, two to eight weeks), 
after an average of 2.8 injections of 
fluorouracil intralesionally. The Table 
shows the patient data. One patient 
failed to respond even after five injec- 
tions and the lesion was excised. Thir- 
teen treated patients were observed 
over 12 months without the appear- 
ance of any recurrence, and five addi- 
tional patients had no recurrences in a 
follow-up period of more than six 
months. 

Cases 1 and 2 (Table) had multiple 
KAs, all of which cleared within three 
weeks after two to four injections, 
while the other 12 patients had a 
single KA. 

The cosmetic results were excellent 
in all patients. Only temporary hypo- 
pigmentation or minimal scarring was 
observed, 

The side effects consisted of mild 
discomfort upon injection of fluoro- 
uracil, slight irritation, and necrotic 
involution of the tumors. Allergic 
contact dermatitis to fluorouracil did 
not occur in any of our patients. No 
changes in WBC counts were observed 
in two patients before and after treat- 
ment. 


COMMENT 


The solitary KA is usually treated 
by surgical excision, which affords a 
histologic diagnosis and a satisfactory 
result. In the past, physicians adopted 
a "wait-and-see" attitude based on the 
knowledge that KA is a self-involut- 


ing tumor. Because of poor cosmetic 


results and the patients’ anxiety 
about bearing a visibly growing tumor 
on exposed sites, more aggressive 
therapeutic approaches have been 
used. Besides excision, electrosurgery 
with cauterization and curettage, ra- 
diotherapy, cryotherapy, systemic 
chemotherapy, and topical cytotoxic 
agents have been tried. These modali- 
ties have not found wide acceptance 
because of poor cosmetic results, pain, 
prolonged healing, recurrences, side 
effects from chemotherapy, or their 
unavailability. Excision is now the 
preferred treatment mode. However, 
for patients with multiple KA, exci- 
sion may not be a practical approach 
and systemie chemotherapy for be- 
nign cutaneous tumors is not war- 
ranted because of its potential serious 
side effects. | 

In recent years we have been favor- 
ably impressed with the results of 
intralesional injection of triamcino- 
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lone acetonide into KAs (Odom and 
Goette, 1974 to 1976, unpublished 
data) However, when an oceasional 
lesion failed to respond or cleared only 


partially, we turned our attention to 


intralesional fluorouracil treatment 
prompted by sporadic reports of 
successful topical flurorouracil thera- 
py. Further encouragement for our 
efforts was derived from the report by 
Klein et al. They injected a 5% fluor- 
ouracil solution twice a day into a KA 
of one patient for 17 days, which 
resulted in complete regression of the 
lesion. Another patient receiving this 
therapy responded with rapid involu- 
tion of his lesion after injection on 
alternating days. Control patients in 
their study who were treated with 
equal amounts of a placebo fluid 


showed no change in their tumors. 


These results parallel ours in that 
complete regression of KA was 


achieved in two to six weeks after an. 


average of three weekly injections. 
Side effects of this treatment 

consisted mostly of mild discomfort on 

injection. Complete blood cell counts 


obtained in some patients before and 


after treatment showed no changes. 
Actually, systemic side effects were 
not expected because injection of a 
dosage of 50 mg or less per week is 
well below the recommended average 
12 mg/kg daily dose, usually given for 
four days for cancer chemotherapy, 
and also well below the daily. maxi- 


mum dose of 800 mg. Allergie reac- 


tions from fluorouracil as described by 
Goette and Odom' were not observed 
in this group of patients. : 

In this study we have shown that 
intralesional fluorouracil therapy of 


KA is safe and effeetive. What then 


are the advantages of this modality 
vs conventional excision therapy? 

In our experience, nonsurgical 
treatment is generally favored by 
patients provided it yields comparable 
results. In addition, it is usually less 
costly and time-consuming. One ad- 
vantage is that a patient with multi- 
ple lesions ean be treated in one visit. 
If one adds the features of the rela- 
tively painless procedure, its high 
effectiveness, and the absence of side 
effects and recurrences, as also men- 
tioned by other investigators, then 
intralesional fluorouracil treatment of 
KA appears preferable over surgical 
intervention. 

Of course, a major disadvantage 1s 
the laek of histologie verification of 
the clinical diagnosis of KA. On the 
other hand, the rapidity of evolution 
and the characteristic morphology of 
KA permit a clinical diagnosis with a 
high degree of accuracy. In fact, 








patient 1 had histologic confirmatio 
of one of his lesions, and patient 
whose intralesional fluorouracil ad- 
ministration was unsuccessful, proved 
to have a KA on histologic examina- 
tion of the excised tumor. Another. 
drawback may be the need for several- 
office visits for repeated injections. In 
addition, the potential for allergie. 
sensitization to fluorouracil is to be: 
considered. E 
The mechanism of action of fluoro- 
uracil is not well established. It. 
appears that fluorouracil blocks the 
methylation of deoxyuridylic acid t 


thymidylie acid and therewith inter 





feres with DNA synthesis, probably. 
by creating thymine deficiency. This. 
deficiency causes unbalanced cell 
growth and death of the more rapidly. 
proliferating tumor cells that incorpo- 
rate fluorouracil more swiftly. Be- 
eause keratoacanthoma is a hyperpro- 
liferative epithelial tumor, it is theo- 
rized that fluorouracil interferes with 
DNA synthesis, and to a lesser extent, 
RNA synthesis, resulting in unba 


anced growth and death of cells that 


are proliferating more rapidly. : 
Our results to date indicate that 


injection of intralesional fluorourac 


is a safe, effective treatment for KA 
yielding excellent eosmetie results. 


"This mode of therapy is ideal for 
patients with multiple KAs, for 


lesions located in areas that requi 
complex surgical techniques, such - 
the vermilion of the lip and f 
patients who for various reasons ai 
poor surgical candidates. While the 
mechanisms of the antitumor effe 
of fluorouracil have not been deter- 
mined, previous animal experiment 
tion studies, several sporadic report 
and the present study have shown 
that fluorouracil produces an accele 
ated regression of KA. ES 


Nonproprietary Name and 
Trademarks of Drug 


Fluorouraeil —Efudex, Fluoroplexr. 
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. Cutaneous Plasmacytomas in Myeloma 


. Relationship to Tumor Cell Burden 


.. David S. Alberts, MD, Peter Lynch, MD 


- .. @ Solitary cutaneous plasmacytomas 
|... May occur as benign tumors that are 
.. confined to the skin, whereas multiple 
lesions are generally associated with 
systemic plasma cell disease. Cutaneous 
_plasmacytomas developed in two patients 
with documented multiple myeloma; this 
/. development occurred late in the course 
^. of their disease at a time when their 
systemic plasma cell tumor burden was 
large—approximately 3 kg in mass, which 
represented 2 to 3 x 10" cells. The occur- 
rence of cutaneous plasmacytomas in 
patients with multiple myeloma is general- 
y late in the course of the disease and 
-should be considered asa bad prognostic 
.sign. 
. (Arch Dermatol 114:1784-1 fef. 1978) 



























lasma cells are found in large 
. numbers in the bone marrow, 
gastrointestinal tract, respiratory 
assages, and the reticuloendothelial 
tissues. They are also present, but in 
lesser numbers, in the skin. Prolifer- 
ation of plasma cells in these locations 
“may occur either as benign, inflamma- 
ory reactions (plasma cell granulo- 
mas) or as potentially malignant, 
autonomous tumors (plasmacytomas). 
‘lasmacytomas that occur in the bone 
marrow (medullary plasmacytomas) 
are relatively common, whereas extra- 
Medullary plasmacytomas, including 
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those developing in skin, are encoun- 
tered only rarely. 

Toour knowledge, approximately 60 
eases of cutaneous plasmacytoma 
have been reported in the medieal 
literature. 

We have recently observed two 
patients with multiple myeloma in 
whom nodular, plasma cell skin metas- 


tases developed late in the course of 


their myelomatoid disease. With the 


use of techniques that have been 


recently described, these patients had 
several measurements of their total 
body myeloma cell masses, and it was 
determined that their skin lesions 
occurred when the total body tumor 
cell mass had reached the high-risk 


size (2 to 3 kg), which represented 2 to 


3 x 10 myeloma cells." 
MATERIALS AND METHODS 


Both patients in this study were followed 
up at the Cancer Research Institute, 
University of California Hospitals, San 
Francisco, between J anuary 1971 and June 
1975. Criteria for diagnosis of multiple 

myeloma included bone marrow plasmacy- 
tosis of at least 15%, osteolytic lesions seen 
on bone roentgenograms, ‘and monoclonal 
spikes on serum protein electrophoresis. 

Both our patients had serial determina- 


tions of whole body myeloma cell mass 


based on the staging system described by 
Durie and Salmon. In this system, tumor 
cell mass is accurately predicated from 
initial clinical measurements, including the 
following: (1) extent of bone lesions, i2) 
hemoglobin level, (8) serum calcium level, 
and (4) serum monoclonal paraprotein 
level. Multivariate regression equations 
are used to optimally quantitate the exact 
myeloma cell mass. On the basis of this 
determination, patients are characterized 
as having high (> 1.2 x 10 cells/sq m of 
body surface area [BSA], intermediate 
(0.6 to 1.2 x 10" cells/sq m of BSA), or low 
(< 0.6 x 10° cells/sq m of BSA) cell 





masses. There is an association, which has 


been proven, between prognosis and initial 


cell mass size in myeloma patients, with 
survival being statistically poorer in de- 
scending order for the patients with low, 
intermediate, and high cell masses. Once 
the initial cell mass has been calculated, 
serial myeloma cell mass determinations 
can be made for an individual patient with 
the use of serial measurements of serum 
monoclonal protein concentration, body 


- weight, plasma volume (estimated or meas- 


ured), and hemoglobin level, 

Tumor cell calculations and statistical 
analyses were coordinated through the 
University of Arizona Human Cell Kinetics 
Center, which employs the General Electric 
Tyme Sharing System, Rochester, NY. 


REPORT OF CASES 


Case 1.—In January 1971, a 58-year-old 
man received 5,000 rads of cobalt 60 irra- 
diation to a sphenoid sinus plasmacytoma 
on the left side. At that time, the results of 
serum protein electrophoresis and immu- 
noelectrophoresis, bone x-ray film survey 
and bone marrow aspirate were all within 
normal limits, and the urine was negative 
for Bence Jones protein. He was considered 
to have a solitary plasmacytoma and not 
multiple myeloma, and no further treat- 
ment was administered. He did well for 
two years when a l-cm osseous tumor of 
the right anterior tibia developed, which 
was found to be a plasmacytoma on biopsy. 
Again, the results of serum electrophoresis 
and bone marrow aspirates were unre- 
markable. He was then treated with 
melphalan, 1 mg/kg during four days 

every six weeks, with complete resolution 


of the tibial plasmacytoma. 


In March 1974, cervical lymphadenopa- 
thy developed, which again proved to be 
plasmacytomas on biopsy. The results of 
repeated bone marrow aspiration, serum 
protein and immunoelectrophoresis, and 
urinary evaluation for light chains were 
normal. The lymphadenopathy disap- 
peared after irradiation with 4,680 rads of 
cobalt 60 to the neck, and he did well while 
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receiving cyclophosphamide, 1 g/sq m 
BSA, until August 1974. At that time, 
rapidly prdgressive jaundice and ascending 
cholangitis secondary to perihepatic lymph 
node involvement developed in the patient, 
requiring emergency exploratory laparoto- 
my and common bile duct drainage. In 
November 1974, at the time of cholecystec- 
tomy, liver, lymph node, and omental biop- 
sy specimens disclosed plasmacytomas. In 
January 1975, a bone marrow aspiration 
showed 15% plasmacytosis; a serum protein 
electrophoresis showed a monoclonal spike 
of 4.2 g/dl, and on serum immunoelectro- 
phoresis there was an IgA level of 3,460 
mg/dl, an IgG level of 860 mg/dl, and an 
IgM level of 186 mg/dl. The criteria for 
multiple myeloma were satisfied, and the 
initial whole body myeloma cell mass was 
3 x 10" cells, which was adjusted to the 
BSA (Fig 1). 

Physical examination disclosed multiple, 
violaceous 3- to 4-em skin nodules over the 
anterior trunk, including a large periumbil- 
ical lesion (Fig 2). A biopsy specimen of 
this lesion showed a plasmacytoma (Fig 3), 
and the patient once again received 140 kV 
of radiation therapy, 4,000 rads to each 
lesion; therapy was started with doxorubi- 
cin (Adriamycin) hydrochloride (20 mg/sq 
m) and  bis-1-3-chlorethyl-nitrosourea 
(BCNU) (30 mg/sq m) at three-week inter- 
vals. His skin and intra-abdominal disease 
showed definite response to radiation and 
drug therapy, with defervescence of all 
lesions and a greater than 50% reduction in 
myeloma cell mass (Fig 1) between Jan 10 
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Fig 1.—Growth curve for myeloma tumor 
burden (case 1). 
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Fig 2.—Periumbilical cutaneous plasmacy- 


toma (case 1). 


Arch Dermatol—Vol 114, Dec 1978 


plasmacytoma (case 
eosin, x 400). 


and March 28, 1975. However, by April, his 
skin lesions began to progress, and he died 
two months later with a high myeloma cell 
burden and pneumonia. 

Case 2.-The condition of a 65-year-old 
man was diagnosed as multiple myeloma in 
March 1974 during a hospitalization for the 
treatment of a left lower lobe pneumonia. 
Bone marrow aspiration disclosed 90% 
plasma cells; serum protein electrophoresis 
showed a monoclonal spike of 7.24 g/dl; and 
serum immunoelectrophoresis values were 
an IgG level of 11,600 mg/dl, IgA level of 
23 mg/dl, and IgM level of 24 mg/dl. There 
was a partial compression fracture of his 
eighth thoracic vertebral body. His initial 
myeloma cell mass calculation was 
24 x 10° cells (Fig 4) Therapy was 
started with melphalan (0.25 mg/kg/day 
for four days), prednisone (2.5 mg/kg/day 
for four days), and cyclophosphamide (500 
mg/sq m BSA every four to six weeks). 
After four courses of this therapy, there 
was no evidence of tumor responsiveness. 
By August 1974, a right pleural effusion 
had developed, and a pleural biopsy speci- 
men showed malignant plasma cell infiltra- 
tion. Because of this tumor progression, 
therapy was started with doxorubicin 
hydrochloride (30 mg/sq m) and BCNU (30 
mg/sq m every three weeks for three 
courses without evidence of response) (Fig 
4) In September, far-advanced osseous 
disease developed, which required pallia- 
tive irradiation to the lumbosacral spine 
for pain relief. By early November, multi- 
ple violaceous cutaneous nodules, which 





Fig 3.—Touch preparation of cutaneous 


1) (hematoxylin- 
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measured 2 to 3 em in diameter, developed 
over the trunk (Fig 5). A biopsy specimen 
of the lesion on the patient's left shoulder 
disclosed plasmacytoma. His myeloma cell 
mass was 2.5 x 10" cells at that time. The 
patient's condition continued to show clini- 
cal deterioration, and he died one month 
later of inanition and pneumonia. 


COMMENT 
Characteristics 


Cutaneous plasmacytomas of all 
types, regardless of their classifica- 
tion, are similar in clinical and histo- 
logie appearance. Most are described 
as eutaneous or subcutaneous nodules 
that measure 1 to 5 cm in diameter. A 
few are considerably larger, and some 
have been described as plaques rather 
than nodules. Color is usually stated to 
be red, dusky red, or violaceous. Some, 
presumably those which are subcuta- 
neous, have been described as skin 
colored. Seale is not present, and most 
nodules are smooth surfaced and dome 
shaped. A minority are crusted, ulcer- 
ated, or granulomatous in appearance. 
Cutaneous plasmacytomas have been 
found most commonly on the trunk, 
followed in frequency by lesions on 
the extremities and the face. Solitary 
lesions have been reported, but multi- 
ple lesions are almost always present. 
Occasionally, the tumors may be too 
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Fig 4.—Growth curve for myeloma tumor 
burden (case 2). 
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numerous to count |. ^ 


sist of a dense infiltrate of plasma 
cells that show varying degrees of 
atypicality and pleomorphism. Plasma 
cell granulomas are differentiated 
from plasmacytomas by the lack of 
atypicality and the presence of an 





cells. On the other hand, differentia- 
tion of plasmacytomas from cuta- 
neous lymphomas of the non-Hodg- 
kin's type may be exceedingly diffi- 
cult. In equivocal cases, clinical-patho- 
logic correlation, along with the use of 
methyl green pyronin stain and 
immunofluorescent staining for ap- 
propriate myeloma protein, may be 
helpful in making a distinction.’ 

From a standpoint of therapy, plas- 
macytomas that are small and few 
may be excised. Larger tumors may 
be treated with local irradiation since 
at least some tumors (case 1 and 
. patients described in several other 
reports) are relatively radiosensitive. 
. Patients with multiple cutaneous plas- 
 macytomas or myeloma and cutaneous 
-. plasmacytomas require chemotherapy 
-. given for systemic effects. 
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Primary cutaneous plasmacytomas 
are defined as skin lesions that occur 
in the absence of systemic disease. 
LaPerriere and colleagues’ have de- 
scribed one such patient and reviewed 
eight other previously reported cases. 
Six of these patients had solitary 
lesions, and other evidence of disease 
failed to develop during varying peri- 
ods of follow-up. Systemic disease 
(multiple myeloma or multicentric 
organ involvement) developed in three 
of the patients who were described by 
LaPerriere et al' and in four other 
patients^^ five to 36 months after the 
appearance of their cutaneous plasma- 
eytomas. Four of these seven patients 
had solitary eutaneous plasmacyto- 
mas. 

-Secondary cutaneous plasmacyto- 
mas are those that oceur in patients 
who have concomitant plasma cell 
disease. Obviously, when both cuta- 
neous and extracutaneous tumors are 
present at the time of first diagnosis, 

‘is not always possible to say with 
certainty whether the disease devel- 
ped simultaneously in all organ 
systems (multicentric origin), or 
‘whether the plasmacytomas in one 
organ were metastatic from a primary 
tumor elsewhere. However, we be- 
lieve, based on the rarity of other 
= tumor models for multicentric origin, 
that in most instances the cutaneous 
: lesions are secondary or metastatic 
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. Histologically, plasmacytomas con- 


admixture of other inflammatory 
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primary disease elsewhere. 

ll percentage of patients with 
secondary cutaneous. plasmacytomas 
initially have monoclonal gammopa- 
thy, mild plasmacytosis, and no evi- 
dence of lytic bone lesions. The 
patient who was recently described by 


Shelley and Rawnsley" and patient 1 


in the report by Wuepper and Mac- 
Kenzie* would appear to be represent- 
ative examples. A full-blown picture 
of myeloma eventually develops in 
most of these patients, and they die of 
their disease. - 


Lesions develop as part of multiple 


myeloma in the largest group of 
patients with secondary cutaneous 
plasmacytomas. The early literature 
with regard to these patients has been 
reviewed by Bluefarb'" and Hayes et 
al" In our review of the English 
language literature since that time, 
we identified 17 additional pa- 
tients," and we now report two 
new cases in this article. The ages of 
these 19 patients (fifth through eighth 


decade) are similar to those myeloma. 
patients without cutaneous plasmacy- 


tomas, but there does appear to be 
some unexpected predilection in this 
group for males (14 of 19) and blacks 
(four of 12). Two of these 19 patients 
had only a single cutaneous plasmacy- 
toma, while the rest had multiple 
lesions. In ten patients, the diagnosis 
of myeloma preceded the appearance 
of the cutaneous plasmacytomas 
(range, five to 96 months), and in nine 
patients, the two conditions were 
identified simultaneously. Generally, 
the onset of the cutaneous plasmacy- 
tomas proved to be a bad prognostie 
sign. Nearly half of the group (eight 
of 19) were dead within six months, 
and another 25% died within approxi- 
mately two years. The remaining six 
patients were alive at the time of last 
follow-up, three to 31 months after 
their eutaneous tumors were first 
recognized. 

In our two patients, measurement 
of total body myeloma cell mass indi- 
cated that the cutaneous plasmaeyto- 


mas appeared when their tumors 


enlarged to approximately 2 to 
3 X 10° cells, ie, 2 to 3 kg (Fig 1 and 
4). This phenomenon reflects the usual 
course of events in multiple myeloma 
with early confinement of disease to 
bone and bone marrow, with later 
extension to extramedullary sites at 
the time of bulky disease. This type of 
tumor behavior reflects the natural 
history of B cell neoplasms, with 
preliminary lymph node and bone 
marrow involvement followed by later 
spread to other organs and skin. 
As indicated by Wuepper and 





MacKenzie,’ cutaneous plasmacyto- 
mas were seen with all classes of 
myeloma proteins. However, four of 
the 13 patients (80%) for whom 
myeloma class was given were of IgA 
type. This incidence is somewhat 
higher than the expected incidence of 
IgA in large series of myeloma 
patients and may reflect an increased 
tendency of IgA-secreting plasma cell 
neoplasms to disseminate to extra- 
medullary sites. 
The cutaneous plasmacytomas that 
occur with myeloma can develop in 
either of two ways. Myelomatoid 
. tumor mass may extend directly from 
underlying bone to overlying skin, or 
- the lesions may occur as metastases. 
The eight cases that were reported by 
Bluefarb'" constitute the only sizable 
series of the former, which suggests 
that direct extension is less common 
than are metastatic tumors. 
Solitary or multiple cutaneous plas- 
macytomas have also been reported in 
patients with the extramedullary 


-plasmacytoma (EMP) syndrome. The 
existence of the EMP syndrome is 
controversial since many of these 
patients die with a disease that is 
indistinguishable from that of my- 
eloma. However, Wiltshaw*' and Poole 
and Marchetta^ believe that patients 
in whom the plasma cell malignant 
neoplasm appears first in an extra- 
medullary site (most commonly the 
upper respiratory passages) are suffi- 
ciently different from myeloma pa- 
tients to warrant separate classifica- 
tion. 

The distinguishing characteristics 
of the EMP syndrome include, in addi- 
tion to the appearance of the primary 
tumor at an extramedullary site, a 
better prognosis than multiple my- 
eloma, a relative lack of atypicality of 
the plasma cells, and a lack of predilec- 
tion for medullary bone when osseous 
lesions develop. The better prognosis 
of the patients with EMP syndrome 
may be related to a small, tumor cell 
mass at the time of diagnosis. Durie 
and Salmon” have shown that patients 
with a low cell mass have statistically 
better survival durations than do 
those with intermediate or high plas- 
ma cell numbers. 

In a recent extensive review, Wilt- 
shaw” identified 272 patients who, on 
the basis of these eriteria, could be 
considered as examples of the EMP 
syndrome. Initial plasmaeytomas de- 
veloped in the skin or subcutaneous. 
tissue of 11 (4%) of these patients and 
metastases eventuallv developed to 
the skin or subcutaneous tissue of an 
additional 22 (8%) patients. Thus, 
cutaneous plasmacytomas developed 
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in approximately 10% of the patients 
with this syndrome at one time or 
anothef during the course of their 
disease. We believe that three cases 
reported by LaPerriere and asso- 
ciates‘ and our case 1 (initially, with a 
sphenoid sinus plasmacytoma) are 
probably further examples of this 
syndrome. 


CONCLUSION 


In conclusion, 
initially has a eutaneous tumor iden- 


tifiable as a plasmaeytoma, the follow- 


ing steps should be taken: First, à 
decision must be made whether the 
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Precipitated by Lithium Carbonate 


Nicholas J. Lowe, MD, MRCP, Hal B. Ridgway, MD 


* Precipitation of generalized pustular 
psoriasis was manifested in a patient with 
previously stable psoriasis vulgaris fol- 
lowing lithium carbonate therapy for 
manic-depressive psychosis. Methotrex- 
ate toxicity was observed during the acute 
stage of the iliness, and photochemother- 
apy was the successful treatment. Further 
pustulation occurred when lithium car- 
bonate therapy was reintroduced. 

(Arch Dermatol 114:1788-1789, 1978) 


von Zumbusch is a severe and 
. sometimes life-threatening disease. It 
is usually characterized by an acute 
widespread exacerbation of psoriasi- 
form plaques that rapidly develop 
` pustulation and sometimes it is asso- 
ciated with systemie symptoms of 
fever, prostration, and leukocytosis. 
The cause and pathogenesis of this 
disease are stil largely unknown. 
Several factors that have been impli- 
cated in precipitating pustular psoria- 
sis include the following: infections" 
pregnancy'; many drugs''**5 and 
topically applied coal tar." However, it 
probably occurs most frequently fol- 
lowing the withdrawal of systemie or 
potent topically applied steroids.) sc". 
Recently, lithium carbonate has been 
reported to exacerbate psoriasis. 2" 

- We report a patient with stable 
plaque-type psoriasis who developed 
generalized pustular psoriasis during 
the initiation of lithium carbonate 
therapy for bipolar affective psycho- 
sis. and simultaneous withdrawal of 
methotrexate therapy. When lithium 
carbonate therapy was reintroduced 
three months later, another flare of 
pustular psoriasis was experienced. 


x ( b: pustular psoriasis of 


, Accepted for publication Aug 2, 1978. 

(s From the Section of Dermatology, University 
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Photochemotherapy was a successful 
treatment. 


REPORT OF A CASE 


A 44-year-old woman had a 22-year 
history of plaque-type psoriasis vulgaris. 
Three years prior to admission, her condi- 
tion was well controlled by weekly oral 
administration of methotrexate (20 mg/ 
wk). In 1974, she was diagnosed as having a 
bipolar affective illness (manic-depressive 
psychosis), which was controlled primarily 
with major tranquilizers, ineluding halo- 
peridol. She had also a history of excessive 
alcohol intake and had attended alcoholism 
rehabilitation programs. In October 1977, 
she experienced an acute manic episode 
that required hospitalization. She began 
receiving 300 mg of lithium carbonate 
three times a day. During the mania, she 
discontinued taking methotrexate. Three 
weeks following the initiation of lithium 
therapy, her manic symptoms had abated 
but the psoriasis had exacerbated into a 
generalized pustular eruption and she was 
admitted to the hospital again. 

On admission, physical examination 
showed a well-oriented, middle-aged wom- 
an with psoriasiform plaques on her knees, 
elbows, and scalp. She also was noted to 
have widespread, discrete, erythematous 
papules and plaques with pustulation (Fig- 
ure). Her palms and soles showed a 
confluent, pustular erythrokeratoderma, 





Numerous areas of psoriasis are shown, 
some of which are large pustular lesions. 


and there was notable distal finger de- 
formity and nail dystrophy. Vital signs on 
admission were normal. 

Initial laboratory studies showed the 
following values: hemoglobin, 13.2 g/dl; 
hematocrit, 40%; WBC, 22,200/cu mm, with 
a shift to the left; platelet count was 
adequate; ESR, 58/hr. Blood chemistry 
surveys revealed normal levels of calcium, 
phosphate, glueose, bilirubin, and total 
serum protein; abnormal levels included 
BUN, 21 mg/dl (normal, 20); urie acid, 7.6 
mg/dl (normal, 6); and ereatinine, 1.4 mg/ 
dl (normal, 13). Serum enzyme studies 
showed normal levels of alkaline phospha- 
tase, lactic dehydrogenase, SGOT, and 
SGPT. Results of urinalysis were normal. 
Rheumatoid factor and the antinuclear 
antibody titer were negative. Chest x-ray 
film and ECG showed no abnormalities. 
Serum lithium level was 0.86 mEq /liter. 


Histopathologic Findings 


A 4-mm punch biopsy specimen from a 
psoriatic lesion revealed an acanthotie 
epidermis. There was parakeratosis and 
reduetion of the granular cell layer. In 
areas of the epidermis there were numer- 
ous subcorneal collections of leukocytes, 
with scattered leukocytes throughout the 
epidermis. A mixed dermal inflammatory 
infiltrate was seen. These were the 
changes of pustular psoriasis. 


Hospital Course 


Lithium carbonate therapy was discon- 
tinued. It was decided to reinstate metho- 
trexate therapy to control the severe 
pustulation, and on Oct 26 she received 
25 mg of methotrexate intravenously. 
The following day, photochemotherapy 
(PUVA) was initiated with 40 mg of orally 
administered methoxsalen two hours be- 
fore UVA, beginning with an exposure of 3 
joule/sq em in a UVA eabinet with 48 
high-output UVA lamps with maximum 
emission at 365 nm. Photochemotherapy 
was administered every other day, increas- 


ing 0.5 joule/sq em with each exposure. On 


Oct.31, complete blood cell count and liver 
enzyme studies showed normal findings 
and 20 mg of methotrexate was given 
intravenously. The patient later developed 
evidence of methotrexate toxieity with 
pancytopenia, worsening renal function, 
and elevated liver enzyme levels that were 
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Npresumed to be secondary to dehydration 
and methotrexate toxicity. She received 
parenteralty administered antibiotics and 
blood transfusions. After the patient's 
condition had stabilized, PUVA therapy 
was reinstituted and her psoriasis respond- 
ed favorably. Outpatient maintenance 
therapy consisted of PUVA therapy twice 
weekly. 

Her mania returned and in January 
1978, she again began therapy with lithium 
carbonate, 300 mg three times a day. Two 
weeks later, she had a recurrence of gener- 
alized pustular psoriasis that necessitated 
hospitalization. Results of laboratory stud- 
ies at this time were essentially within 
normal limits. Lithium therapy was discon- 
tinued, and more frequent PUVA treat- 
ments brought about a favorable remis- 
sion. Since then she has done well with 
maintenance PUVA therapy and alternate 
psychotherapeutic agents. 


COMMENT 


The efficacy of lithium carbonate in 
the treatment of unipolar and bipolar 
affective disorders (manic-depressive 
psychosis) has been well established." 
Cutaneous side effects that have been 
associated with lithium therapy in- 
clude pruritic maculopapular erup- 
tions and pretibial ulcerations, acnei- 
form eruptions," folliculitis,“ der- 
matitis herpetiformis-like eruptions,” 
and exacerbation of psoriasis." 
Carter" was the first to report that 
lithium carbonate adversely affected 
psoriasis. He described three patients 
whose psoriasis exacerbated following 
lithium treatment, and he substan- 
tiated the relationship by varying, 
discontinuing, and restarting lithium 
therapy. He emphasized the difficulty 
in managing psoriasis in his patients 
and suggested that lithium carbonate 
blocks the therapeutic effectiveness of 
the local therapy as well as methotrex- 
ate treatment. Bakker and Pepplink- 
huizen“ reported three patients with 
preexisting psoriasis that was exacer- 
bated by lithium therapy and one 
patient who developed psoriasis for 
the first time after starting therapy 
with lithium. Skott et al" reported 
three more cases of psoriasis exacer- 
bated by lithium therapy and likewise 
noted extreme resistance to conven- 
tional psoriatic treatment. 

Psoriasis vulgaris and generalized 
pustular psoriasis are known to vary 
in severity in any individual patient, 
and spontaneous exacerbations as well 
as remissions frequently occur. This 
always causes difficulty in estab- 
lishing a cause-and-effect relationship 
to any one etiologic factor. This rela- 
tionship becomes even more diffieult 
in psychiatrie patients. However, the 
causal relationship of lithium carbon- 
ate to aggravation of psoriasis ap- 
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pears likely considering that the men- 
tal status of the previously reported 
patients as well as our patient was 
considerably improved at the time 
their psoriasis began to flare. Re- 
bound flares encountered during rein- 
stitution of lithium therapy as noted 
by Carter" and seen in our patient 
would tend to further support this 
relationship. 

The exact pathophysiologic mecha- 
nism by which lithium adversely 
affects psoriasis is not completely 
understood. In our patient as well as 
other previously described patients, 
there was no indication that this was 
an allergic phenomenon or due to 
lithium toxicity. Lithium has been 
shown to have an inhibitory effect on 
adenyl-cyclase and reduces cyclic ade- 
nosine monophosphate (cAMP) activi- 
ty in vitro.*? Voorhees et al" found 
decreased levels of cAMP in psoriatic 
skin and suggest that this may be an 
essential factor in regulation of 
epidermal proliferation. If cAMP lev- 
els are further lowered by lithium in 
psoriatic patients, it seems logical 
that psoriatic activity would be 
affected adversely. 

Many therapeutic modalities have 
been used in the treatment of pustular 
psoriasis, all with varied success. The 
two most widely used agents have 
been systemic corticosteroids and folic 
acid antagonists, primarily metho- 
trexate. Ryan and Baker," in review- 
ing 104 cases, emphasized that al- 
though these therapies were useful in 
controlling the acute stage of disease, 
there was no evidence that either class 
of drugs affected long-term progno- 
sis, and side effects constituted a 
serious complication. Lindgren and 
Groth,’ in a recent review of 13 
patients with generalized pustular 
psoriasis, favored use of hydroxyurea 
therapy over methotrexate and sys- 
temic corticosteroids in patients who 
required systemic therapy. 

It was thought to be unwise to use 
long-term methotrexate therapy 
again in our patient because of her 
previous history of alcoholism, which 
would be expected to increase the 
risks of hepatic fibrosis from the 
methotrexate. Also, she had suffered 
severe acute toxicity from the reintro- 
duction of the methotrexate therapy. 
In view of her bipolar mental disease, 
she would have been inconsistent in 
taking methotrexate orally. 

Photochemotherapy using orally ad- 
ministered methoxsalen and long- 
wave ultraviolet light was described 
as an effective treatment for psoriasis 
vulgaris.” It has also been reported to 
be useful in treating generalized 
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pustular psoriasis." This treatment 
was also effective in our patient. 


Nonproprietary Name and 
Trademark of Drug 


Lithium earbonate— Eskalith, Lithane, Li- 
thotabs, PFI-Lithium. 
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Delayed Cutaneous Reaction to 


Phytonadione 


MAJ J. Wendall Robison, MC, USA, COL Richard B. Odom, MC, USA 


e A 63-year old man developed a 
delayed cutaneous reaction at the sites of 
intramuscular injections of a phytona- 
dione (vitamin K,) preparation. The 
patient was tested with the drug and its 
components by intradermal and epicuta- 
neous application. Sensitivity to the pure 
phytonadione and not the other compo- 
nents of the preparation was documented 
by patch tests. 

(Arch Dermatol 114:1790-1792, 1978) 


E nr injections of a phy- 
tonadione (vitamin K,) prepara- 
tion frequently are given for treat- 
ment of hypoprothrombinemia occur- 
ring secondary to chronic liver 
disease. Local reactions at the injec- 
tion site are rare. We describe a 


. patient who developed a delayed cuta- 
neous reaction at the sites of intra- 
. muscular injection of phytonadione. 
. We report this case, briefly review 


previous reports of adverse skin reac- 
tions to vitamin K preparations, and 
list some of the local reactions that 
occur at sites of injected drugs. 





Accepted for publication July 19, 1978. 

From the Dermatology Service, Department of 
Medicine, Letterman Army Medical Center, 
Presidio of San Francisco. 

The opinions or assertions contained herein are 
the private views of the authors and are not to be 
construed as official or as reflecting the views of 
the Department of the Army or the Department 
of Defense. 

Reprint requests to Technical Publications 
Editor, Letterman Army Medical Center, Presi- 
dio of San Francisco, CA 94129. 


1790 Arch Dermatol—Vol 114, Dec 1978 


l 


Report of a Case 


In September 1976, a 63-year-old man 
was admitted to the hospital for an episode 
of alcoholic hepatitis. He had a history of 
peptic ulcer disease with partial gastrecto- 
my, and of alcoholic liver disease with 
hepatomegaly. For treatment of his hypo- 
prothrombinemia, he received three intra- 
muscular injections of phytonadione: two 
into the right deltoid muscle (days 1 and 3) 
and one into the left deltoid muscle (day 2). 
He had not previously received injections 
of vitamin K or any other drug into the 
deltoid muscles. 

Ten days following his initial injection of 
phytonadione, the patient complained of 
intensely pruritic erythematous plaques 
over both deltoid areas at the sites of 
injection (Figure). A punch biopsy showed 
a dense, round cell infiltrate in the dermis 
in perivascular arrangement as well as 
irregularly throughout the dermis. 

During a period when the injection sites 
were quiescent, the patient was patch- 
tested with the phytonadione, yielding a 
positive test result at 72 hours. In addition, 
0.02 ml of phytonadione was injected 
intradermally in the forearm. At 24 hours, 
an erythematous induration was apparent. 
At 96 hours the intradermal test site 
showed 15-mm induration with an erythe- 
matous flare measuring 42 x 33 mm. This 
intradermal reaction was accompanied by 
an acute flare-up of both deltoid sites. 
Individual components of phytonadione 
preparation were obtained from the manu- 
facturer and used in patch testing. Patch- 
test results at 72 hours were as follows: 
phytonadione (oil-soluble K,), positive with 
an indurated plaque at 72 hours; polyethy- 
lene glycol-30 castor oil (Emulphor EL-620), 
negative; benzyl alcohol, negative. The 
individual components gave negative patch 


test results on two control subjects. Intra- 
dermal injections of the phytonadione gave 
no reaetion in four control subjects. 

Thirty-two months after the initial reac- 
tion, our patient was retested with 0.03 ml 
of the phytonadione (Aquamephyton), ad- 
ministered intradermally. Seventy-two 
hours later, the erythema and induration 
measured 27 X 23 mm. Epicutaneous test- 
ing yielded negative results at this time. A 
4-mm punch biopsy was performed in the 
positive intradermal test site. The epider- 
mis demonstrated mild to moderate spon- 
giosis and focal exocytosis of round cells. 
The dermis showed prominent edema, a 
dense perivascular small round cell infil- 
trate, endothelial cell swelling, and a scat- 
tering of eosinophils. 

The patient has continued to have inter- 
mittent episodes of pruritus over both 
injection sites despite intralesional corti- 
costeroid therapy. The pruritus is tempo- 
rarily alleviated by the topical use of fluo- 
cinonide. Follow-up 32 months after the 
injections showed no sclerodermatous 
changes. Mild atrophy was present at this 
time and believed to be a secondary effect 
of intralesional and topical corticosteroid 
therapy. 


COMMENT 


Vitamin K exists as one natural 
product, K,, and three analogues, K., 
K,, and K,. Vitamin K, (menaquinone) 
is mainly synthesized by bacteria. 
Vitamins K, (menadione) and K, 
(menadiol) are synthetic water-soluble 
analogues. 

Reported adverse reactions after 
vitamin K administration are uncom- 
mon. Severe hypersensitivity reac- 
tions resembling anaphylaxis have 
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Nollowed the intravenous administra- 
tion of phytonadione.' Hyperbilirubi- 
nemia hás been seen in newborns 
after phytonadione administration.* 
Local reactions at the injection sites 
of phytonadione were reported by 
Piguet and Bertheuil.* Their patients 
developed inflamed indurated plaques 
on the buttocks at the injection sites. 
In one of their patients, intradermal 
testing with phytonadione yielded 
positive results, but tests with the 
individual components showed nega- 
tive reactions. Texier et al‘ described 
nine patients in whom inflamed 
plaques developed at the injection 
sites; four of these nine patients had 
positive intradermal test results. A 
late sequela in their patients was 
the development of sclerodermoid 
changes at the injection sites.* Barnes 
and Sarkany? described two patients 
in whom inflamed plaques developed 
at the injection sites of phytonadione. 
One patient had a positive intrader- 
mal reaction to the preparation, 
accompanied by exacerbation of the 
original pruritic lesions and a general- 
ized maculopapular eruption. The 
manufacturer of our phytonadione 
preparation has received two addi- 
tional reports of similar adverse reac- 
tions to phytonadione injections (writ- 
ten communication, March 1977). A 
pruritie, inflamed swelling at the 
injeetion site, which would clear and 
then recur, developed in one patient. 
The second patient showed erythema- 
tous plaques five weeks after the 
injections and also experienced inter- 
mittent exacerbations of the lesions. 
Bullen et al* recently have described 
six patients with chronic liver disease 
in whom cutaneous reactions devel- 
oped at the site of injection of phyto- 
nadione. They noted reactions only to 
the oil-soluble preparation, Konakion. 
Water-soluble vitamin K, menadiol, 
yielded negative skin test results, and 
their patients tolerated treatment 
with the water-soluble vitamin K 
analogue without adverse reactions. 
Bullen et al^ found no evidence of 
leukocyte migration inhibition or lym- 
phoblastic transformation with phy- 
tonadione in one of their patients. 
They also reported a mild cutaneous 
reaction to intradermally adminis- 
tered phytonadione in some controls. 
Heydenreich' described a patient 
who had an eczematous reaction to 
phytonadione. The patient was sensi- 
tive to the pure vitamin K, upon 
scratch and patch testing. The pa- 
tient’s patch test results six years 
later were negative. Intradermal test- 
ing might have been more informa- 
tive. Our patient had negative results 


Arch Dermatol—Vol 114, Dec 1978 





Localized plaques at sites of intramuscular injections of phytonadione. 


Drug 
Phytonadione** 
Corticosteroids*"’ 
Insulin’? 


Heparin” 

Iron'* 

Penicillin” 

Evans blue dyeTt 
Pentazocine'*.'? 
Morphine” 
Heroin / quinine*?' ^ 
Cocaine? 
Barbiturate“ 
Methamphetamine*^ 
Meperidine*^ 
Tetanus antitoxoid^ 
Antibiotics” 
Miscellaneous $?' -> 


Pain, staining 
Atrophy 
Vesiculation 


Panniculitis 


Ulceration 


*Intradermal, subcutaneous, intramuscular. 
TUnpublished observation. 
Penicillin, tetracycline, novobiocin. 


Adverse Cutaneous Reactions at Sites of Percutaneous Drug Administration* 


Inflamed plaques, localized scleroderma 
Hemorrhage, atrophy, pigmentation, panniculitis 


Injection pads (fat hypertrophy), lipodystrophy, fascial cicatrix, 
mesenchymoma 


Hematoma, infecticn, necrosis 


Nodules, sclerosis, ulceration 


Necrotic ulceration, thrombophlebitis, cellulitis 
Painful nodules, chronic edema 


Granulomas, hyperpigmentation, cicatrix 
Panniculitis, morphea-like contractures 
Escherichia nodosum 

Chronic granulomas, gluteal fibrosis 
Nocardia mycetoma, clostridia gas gangrene 


Reaction 


§Epinephrine, adrenocorticotropic hormone, influenza vaccine, vitamins, pericillin, histamine. 


of patch tests but positive results of 
intradermal tests at his 32-month 
follow-up. 

Cutaneous reactions to vitamins K, 
and K, also are rare. Hypersensitivity 
to these two analogues was reported 
by Jirasek and Schwank“ in a pharma- 
ceutical worker who developed a 
contact eczema after exposure to vita- 
min K,. The patient had positive patch 
test results to vitamins K, and K,, but 
had a negative reaction to vitamin 
K, 
The phytonadione sensitivity in our 
patient was confirmed by positive 
patch and intradermal test results. In 
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addition, the deltoid muscle sites 
flared when the patient was tested. 
Persistence of the pruritus in our 
patient may imply that the drug has 
been bound to the tissues, or that the 
patient's tissues have been altered at 
the injection site and are now anti- 
genie. Ingestion of vitamin K from 
foods in the patient's diet may be a 
possible provoking factor in causing 
exacerbations. 

Various local reactions at the site of 
intradermal, subeutaneous, and intra- 
muscular injections of numerous 
drugs have been reported (Table). The 
range of local reactions includes pain, 
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-pigmentation, sclerosis, pannicu 
contractures, necrosis, gangrene, in- 
. fection, and hemorrhage. Most ad- 

verse reactions are caused -by the 
presence of the drug in localized areas, 
. especially after chronie administra- 
tion. On the other hand, infection at 
_. the site of an injection is related more 
. to the needle inoculation than to the 
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litis, administered drug. Localiz : 
. reactions rarely have been observed. - 


The dermatologist may be consulted - 


triamcinolone injection. Pediatrics 46:136-137, 








for reeurring, pruritic, inflamed 
plaques over the deltoid muscle, thigh, 
or buttock sites. Because a local drug 
reaction can occur weeks after injec- 
tion, the diagnosis of a delayed sensi- 
tivity reaction may be missed unless 
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the physician inquires about the/ - 


percutaneous administration.of drugs 
such as phytonadione. 
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Allergic Contact Dermatitis to 
1 4-Bis(isopropylamino)anthraquinone 


Caused by a Felt-Tip Marker Pen 


Michael M. Miller, MD; Howard S. Goldberg, MD; William G. Wilkerson, MD 


. * Adult allergic contact dermatitis to 
the black ink of a felt-tip marker pen 
occurred in two adult subjects. In both 
subjects the cutaneous reaction did not 
require photoactivation. 

. Patch testing with the ingredients in the 
black ink demonstrated cutaneous sensi- 
tivity to the black dye. Further patch test- 
ing with the components of the black dye 
revealed cutaneous sensitivity in both 
subjects to the blue component, 1,4- 

-. pis(isopropylamino)anthraquinone, com- 
monly known as Colour Index Solvent 

Blue 36. 

(Arch Dermatol 114:1793-1 794, 1978) 


JA OS contact dermatitis from 
colored dyes in clothing has been 
previously deseribed.^ Among the 
various chemical dyes capable of 
inducing allergic contact dermatitis, 
the azo and anthraquinone dyes 
appear to be the most commonly 
encountered sensitizing agents.’” 
Some anthraquinone dyes are also 
capable of producing a phototoxie 
contact dermatitis in addition to aller- 
gic contact dermatitis.^*^ | 
We describe two cases of contact 
dermatitis caused by blue dye, 
1,4-bis(isopropylamino)anthraqui- 
none, contained in a felt-tip marker 
pen. | 
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REPORT OF CASES 


Case L—A 30-year-old man began em- 
ployment with a graphite company in Octo- 
ber 1976, His duties consisted of bagging 
imported graphite and marking the names 
of each graphite type on the filled bags. À 
permanent felt-tip marker was used by the 
subjeet to mark the bags. When not in use, 
the marking pen was kept in his front 
pants pocket. While in his pocket, the cap 
eovering the felt tip would frequently 
dislodge and allow the marker to dye the 
inside of his pockets. 

From Oetober 1976 to May 1977 his 
employment was uneventful. He regulariy 
took primidone (Mysoline) and phenobarbi- 
tal for a generalized seizure disorder that 
had been discovered three years earlier. On 
oecasion he was given diazepam (Valium) 
or amitriptyline hydrochloride (Elavil) or 
both for periods of anxiety, by his private 
physician. 

In May 1977, the patient was hospital- 
ized with intense swelling, redness, and 
itehing of the right thigh, whieh pro- 
gressed to  vesieulation, scaling, and 
sloughing of the skin locally. It was 
presumed that the subject had been bitten 
by a spider, although none was ever seen. 
The skin healed within several weeks, with 
the use of systemie cortisone therapy, and 
the subject then returned to work. Approx- 


imately six hours after returning to work, . 


the onset of redness, swelling, and itching 
of the right thigh recurred. The subject 
was hospitalized again and given cortisone 
injeetions. Resolution of the reaction 
occurred within seven to ten days. On two 
subsequent occasions, within six to 36 
hours after returning to work, a similar 
intense rash developed on the right thigh, 
aecompanied by some mild erythema over 
his trunk area and left thigh. These lesions 
would resolve during a period of seven to 14 
days. — : 











































Patch testing was performed, using the - 
graphite samples he contacted daily, the 
black dye from the felt-tip marker pen, : 
sample of cloth from his pocket tha 
contained a black dye stain, a contro 
sample of cloth from his pants that was no 
stained by the dye, and the standard : 
screening chemicals in a patch test kit 
After 48 hours the subject exhibited. an. 
erythematous, papular, and vesicular reac- 
tion (8+) with the black dye from th 
felt-tip marking pen and an erythema and: 
papular reaction (2+) with the dye-stained. 
cloth exeised from his pocket. Reactions t 
the control cloth, graphite samples, and 
chemicals from the patch test kit, including: 
paraphenylenediamine, were negative. | 

Samples of the three ingredients of th 
black ink were obtained by the manufae- 
turer of the pen. These included the black 
dye, a coumarone-indene resin, and xylene. 
Closed patch tests were performed with a 
5% concentration of the black dye in olive 
oil, a 5% concentration of coumarone- 
indene resin in olive oil, a 10% aqueous 
solution of xylene, and an olive oil control. 
The black dye produced an erythematous, 
papular, vesicular reaction (3+) at 48 


hours. The xylene, coumarone resin, and 


olive oil patch tests were negative. — 

To further identify the component in the 
black ink responsible for the cont 
dermatitis, we obtained the ingredients 0 
the black dye from the manufacturer 
These included 1,4-bis(isopropylamino)an: 
thraquinone, a brown dye, i-naphthol-4 
(xylylazo), and a yellow dye (identity no 
provided). Closed patch testing with 5%- 
concentration of each dye in olive oil was. 
performed on the subject and on the inves-. 
tigating physician. An erythematous, pap 
ular, vesicular reaction (8+) of the subj T 
to the 1,4-bis(isopropylaminojanthraqui 
none was noted. No reactions to this. 
component oceurred in six additional 
control subjects. The yellow and brow 
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h showed negative results: 


`.. mature of his problem, he returned to work 
-... ‘without complication in an area of the 
522. plant where he was no longer exposed to 
> the felt-tip pen. 

. Case 2.-A 19-year-old man sought treat- 
. menton Aug 2, 1976, with a highly pruritic, 
: blistering eruption on the right knee of one 
week's duration. Fourteen days earlier, a 
-felt-tip marking pen with black ink was 
‘used by the radiology department of the 
local hospital to draw a diagonal line across 
his right knee to more accurately delineate 
inatomieal markings prior to an artho- 
im. About seven days later, a pruritic 
ullous eruption developed over the ink line 
"and rapidly expanded to involve adjacent 
areas. There were associated erythema, 
‘edema, and papular lesions. The subject 
"was treated with a ten-day course of 
‘systemic prednisone, frequent ice water 
compresses, and 0.025% topical fluocinolone 
acetonide cream. Rapid improvement oc- 
curred within seven days. — 

Both closed and open patch testing with 
the black ink from the felt-tip marking pen 
revealed erythematous, edematous reac- 
tions (2+). Samples of the three ingre- 
‘dients of the black ink were obtained from 
the manufacturer of the pen. These 
ineluded the black dye, a coumarone-indene 
resin, and xylene. Closed patch tests were 
performed with a 5% concentration of the 
coumarone-indene resin in olive oil and a 
1% aqueous solution in xylene. To check for 
cross reactions, the patient was also pateh 
tested to 1% paraphenylenediamine and 
0.6% paraphenylenediamine mix from the 
National Program for Dermatology stan- 
dard patch test tray. Erythematous 1+ 
reactions to the black dye and coumarone 
resin were noted at 48 hours. The remain- 
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After we advised the patient of the 


lamine, were negative. The individual 
ingredients contained in the black dye 


were then obtained for further patch test- 


ing. Aqueous solutions of each ingredient, 
2%, were used for closed patch testing. 
14-Bis(isopropylamino)anthraquinone pro- 


duced an erythematous, edematous (2+) 


reaction at 48 hours. The other dyes showed 
negative results. 


COMMENT 


We have described two eases of 
allergic contact dermatitis to the blue 
anthraquinone dye that is chemically 
known as 1,-bis(isopropylamino)an- 
thraquinone. In ease 1, the contact 
hypersensitivity apparently devel- 
oped after repeated exposures to the 
chemical dye. A generalized reaction 
occurred during the last two expo- 
sures to the dye. In ease 2, contact 
sensitization and dermatitis may have 
developed after a single application of 
the dye. No cross sensitivity with 
paraphenylenediamine could be dem- 
onstrated by closed patch testing. 

Colour Index Solvent Blue 36 dye 
may be used singly as a blue dye or in 


combination with other dyes to pro- 


duce black and other colors. According 
to Drs Richard Orlup (Morton Chemi- 
eal Co) and Charles Rosenberg (Passa- 
ic Colors), it is commonly used in 
felt-tip marker pens, aviation gaso- 
line, varnishes, wood stains, and the 
plastics industry (oral communication, 
April 1978). 

In conclusion, we have described 








is, including paraphenylene- two eases of allergic contact sensitivi 





ty to 1,4-bis(isopropylamino)anthy 
quinone used in the dye of a felt-tip 
marker pen. This dye, which does not 
firmly fix to synthetic material, dem- 
onstrated the properties of a potent 
contact sensitizer, which did not 
require photoactivation. This dye is 
also commonly used in the dye indus- 
try. Because of the sensitizing charac- 
teristics and widespread use of the 
dye, physicians must be alert to the 
possibility of an allergic contact 
dermatitis to this anthraquinone 
dye. 





Nancy Tissing assisted in the 
research. 

The Joseph Dixon Crucible Co of Jersey City, 
NJ, provided the ingredients of the felt-tip mark- 
er pens, and the Sandoz Chemieal Co of East 
Hanover, NJ, provided the individual components 
of the dye in the felt-tip marker pens. 
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Cornoid Lamella in Pachyonychia Congenita 


Jonathan K. Wilkin, MD; E. William Rosenberg, MD; Tamotsu Kanzaki, MD 


e A 13-year-old white girl was admitted 
with pachyonychia congenita, Kumer and 
Loos type 1. In addition to all nails being 
distally elevated, plantar keratoses and 
bullae, and a scalloped tongue, the 
patient also had keratotic papules on the 
elbows and knees. A cornoid lamella was 
identified in the histologic examination of 
a keratotic papule. 

The cornoid lamella, widely regarded as 
pathognomonic for porokeratosis (Mibel- 
li) and its variants, may not be specific. 
This histologic marker should be sought 
in other localized disorders of keratiniza- 
tion. 

(Arch Dermatol 114:1795-1796, 1978) 


he cornoid lamella, a parakeratot- 

ic column of cells below which the 
granular layer is absent, is widely held 
to be diagnostic of porokeratosis.'* A 
case of pachyonychia congenita is 
presented in which the biopsy speci- 
men of a keratotie papule showed a 
cornoid lamella. 


REPORT OF A CASE 


A 13-year-old white girl was first seen by 
us for bilateral painful plantar, keratotic 
lesions. She had been observed in other 
communities by other physicians and 
presented with a "known" diagnosis of 
pachyonychia congenita. 

The mother of the patient noted that the 
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first lesions were the "nails turning black 
several days after birth." Subsequently, as 
a crawling infant, papules became abun- 
dant on the knees. Since she began to walk, 
there have been recurrent bullae on the 
feet, progressing to keratoses. The patient 
has had no ocular, hair, or dental problems. 
The family history was normal. 

The physical examination disclosed a 
scalloped, slightly coated tongue and follic- 
ular, keratotic papules on the elbows and 
knees. Keratoses and ruptured bullae were 
seen on the plantar surfaces. All nails were 
elevated distally over a large amount of 
keratotie debris (Fig 1). 

A diagnosis of pachyonychia congenita, 
Kumer and Loos’ type 1, was made, a 
biopsy specimen was taken from a keratot- 
ie papule on the left elbow, and a referral 
visit to a clinieal geneticist was arranged. 
Upon review of the slide, a cornoid lamella 
was found in the hyperkeratosis (Fig 2). 


COMMENT 


The histology of pachyonychia con- 
genita has been examined with special 
emphasis on the ventral nail plate," 
oral lesions,*" and laryngeal involve- 
ment." The histopathologic descrip- 
tion of pachyonychia congenita in two 
major dermatopathology texts^' re- 
fers only to the nail and oral lesions. 
In several reports where the follicular 
keratotie papules are mentioned, they 
are regarded as areas of hyperkerato- 
sis.^"'" We could find no report of 
occurrence of cornoid lamella in 
pachyonychia congenita. 

On the contrary, the cornoid lamella 
is widely regarded as “diagnostic” or 
“characteristic” of porokeratosis (Mi- 
belli) and its variants.'*'''? Mikhail 





Fig 1.—Distal elevation of nails over a large amount of keratotic debris. 
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Fig 2.—Cornoid lamella in section of follic- 
ular, keratotic papule (hematoxylin-eosin, 
x 250). 
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and Wertheimer' accepted five types 
of porokeratosis: the classical plaque 
type; the superficial disseminated 
eruptive form; disseminated superfi- 
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cial actinie porokeratosis; a form with 
central thickening, hyperkeratosis, 
and erythema; and a hyperplastic 
inflammatory pattern. In addition, a 
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zosteroid type has been proposed by 
Goldner.” Subsequently, Brown”? and 
Herman" reported cases in which the 
cornoid lamella was observed in punc- 
tate keratoderma, or “punctate poro- 
keratotic keratoderma.” In none of 
these reports of porokeratosis did the 
clinical descriptions include nail 
changes or suggest pachyonychia con- 
genita. Furthermore, the case re- 
ported here was quite typical of 
pachyonychia congenita, Kumer and 
Loos type 1. 

Reed and Leone" have explained 
the histogenesis of porokeratosis as a 
stimulating influence on a clonal 
epithelium, with the cornoid lamella 
as a marker for the boundary between 
normal and abnormal epidermis. Two 
major dermatopathology texts** es- 
sentially agree with this hypothesis. 
The tendency for the development of 
the abnormal clone is held to be inher- 
ited, and actinic exposure may be an 
important operative factor. 

In summary, the cornoid lamella, 
characteristic of porokeratosis (Mibel- 
li), has been found in a patient with 
clinieally typical pachyonychia con- 
genita, also a hereditary disorder with 
localized, disordered keratinization. 
Whether this is an isolated finding 
will be determined only by a careful 
search for the cornoid lamella in 
papules in other patients with pachyo- 
nychia congenita. 
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Failure of Flat Warts to Recur in 


Electrosurgically Altered Skin 


Alexander Berman, MD 


e Two men with recurring flat warts in 
the beard area have been observed for 
five and ten years, respectively. Both have 
depigmented patches at sites where flat 
warts had been removed by electrosurgi- 
cal destruction. Crops of new warts 
appear periodically. These develop al- 
ways on the normally pigmented skin and 
have never been found in the leukodermic 
areas. Flat warts have been observed 
repeatedly at the margin of depigmented 
and normal skin; these invariably enlarge 
toward the normal skin and never 
encroach on leukodermic skin. 

The failure of flat warts to develop in 
electrosurgically treated skin, if substan- 
tiated, would indicate that local tissue 


factors influence resistance to develop- 


ment of flat warts. Perhaps this phenome- 
non is similar to that reported in Darier's 
disease, where partial-thickness excision 


ot involved skin has resulted in resistance 


to recurrent disease. 
(Arch Dermatol 114:1797-1799, 1978) 


JA una of current knowledge 
. relating to susceptibility or 
resistance to infection by the wart 
virus includes an increased incidence 
of viral warts in butchers and veteri- 
nary surgeons,' an apparent inherited 
predisposition to infeetion with the 
wart virus in epidermodysplasia ver- 
ruciformis of Lewandowsky and 
Lutz, an increased incidence of warts 
in patients with immunocompromised 
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states (sareoidosis, Hodgkin's disease, 
renal transplant patients receiving 
immunosuppressive | medications), 
and decreased levels of thymus- 


. derived lymphocytes in patients with 


warts.’ Immunologic responses in pa- 
tients infeeted with warts have been 
studied; wart-virus antibodies have 


been demonstrated^? and some inves- 


tigators have related regression of the 
warts to these antibodies. In vitro 
lymphocyte stimulation by wart anti- 
gen studies have indieated enhanced 
cell-mediated immunity in patients 
whose warts have regressed."'^ Histo- 
pathologically, flat warts undergoing 
involution become infiltrated by mon- 
onuclear cells, a process that suggests 
a cell-mediated rejection reaction. 

Two men with multiple depig- 
mented patches on the neck secondary 
to electrosurgical destruction of recur- 
ring flat warts have been observed to 
develop new warts around but not in 
the leukodermic skin. New flat warts 
appear at the margin of normal and 
depigmented skin, enlarge toward the 
normal skin, but never encroach on 
the depigmented areas. The apparent 
resistance of these electrosurgically 
treated sites suggests that local tissue 
factors play a decisive role in deter- 
mining resistance or susceptibility to 


warts. This report is submitted as a 
; preliminary observation to alert phy- 









ns who may see patients with a 
ilar combination of flat warts and 
electrosurgically produced leukoder- 
mic areas to corroborate or invalidate 
this observation. 


CLINICAL OBSERVATIONS 


Two men with recurring flat warts in the 
beard area have been under observation 








for five and ten years, respectively. Both. 
have multiple leukodermie patches on the 
neck at sites where flat warts had been- 
removed by electrosurgical destruction. 
(Fig 1). As crops of new warts develop they 
have been removed by curettage; electro- 
cautery has been avoided because of the. 
previous development of leukoderma. . 

It was noted over the years that flat 
warts would appear only on the normal. 
pigmented skin; flat warts did not develop. 
in the leukodermie areas. Flat warts: 
repeatedly appeared at the margins of. 
normal and leukodermie skin and enlarged: 
toward the normal skin, never encroaching 
on the leukodermic areas (Fig 2). ij 

The skin of the leukodermie areas was. 
soft and supple and no scarring could be. 
perceived. Depigmentation and loss of 
normal skin markings appeared to be the. 
only change. Hair stubs, normally pig- 
mented, were present in the depigmented 
patches. | 


HISTOPATHOLOGICAL | 
FINDINGS IN NORMAL AND | 
DEPIGMENTED SKIN 


Microscopic examination of normal skin. 
in both patients showed a flattened epider- 
mis with a moderate complement of mela« 
nin. Pronounced basophilie degeneration. of. 
the collagen was present in the papillary 
and subpapillary dermis (Fig 3), This baso 
philia was apparent in hematoxylin 
eosin-stained sections and was demon-. 
strated also in trichrome-stained sections. 
A thin grenz zone of apparently normal 
collagen separated degenerated collagen 
from the epidermis. Cuffs of mononuclear 
cells were seen around small blood vessels 
and hair follicles. : 

The leukodermic skin in both patienté 
showed no obvious abnormality. The colla- 
gen in the upper dermis was more eosino- 
philic and coarser than normal; compared 
to pigmented skin, it was quite free of . 
basophilie degeneration (Fig 4). The der- - 
mal papillae appeared short, blunt, and not - 
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Fig 1.—Depigmented patches that fol- 
lowed electrosurgical destruction of flat 
warts (patient 2). 


Fig 2.—Flat warts (arrows) at margin of normal and depigmented skin. Warts enlarge toward 
normal skin and do not encroach on leukodermic skin. Left, Patient 1. Right, Patient 2. 





Fig 3.—Normal skin of patient 1 with flat wart (right). Note 
basophilic degeneration of collagen in upper dermis and staining 
of melanin in epidermis (Lillie's silver stain, x 50). 


Fig 4.—Skin of depigmented patch of patient 2. Collagen in 
subpapillary dermis appears coarser than normal. Dermal papil- 
lae are short, blunt, and not well developed. Note presence of 
normal skin appendages (hematoxylin-eosin, x 50). 
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well developed. Mononuclear cells were 
scattered thoughout the dermis. Hair folli- 
les, ecerine sweat glands, and sebaceous 
glands were present. Traces of melanin in 
focal areas of the epidermis were demon- 
strated with Lillie’s silver stain. 


COMMENT 


The apparent resistance of electro- 
surgically produced depigmented skin 
to wart infection deseribed in this 
report requires confirmation by oth- 
ers. This report is submitted as a 
preliminary observation to alert clini- 
cians who may see patients with a 
similar combination of flat warts and 
electrosurgically produced leukoder- 
mic areas to corroborate or invalidate 
this finding. 

The concept of resistance of surgi- 
cally treated sites to recurrence of 
disease is not without precedent in 
dermatology. Patients with Darier's 
disease treated by partial-thickness 
skin excision have shown remarkable 
resistance in the treated sites to 
recurrences of the disease. Peck and 
Elias" reported in 1972 that skin 
involved with Darier's disease cleared 
after dermatome shaving of the 
involved areas and that the disease 
did not recur in these treated areas. 
Dermatome shaving of uninvolved 
skin prevented the development of 
disease in these areas even when 
exacerbations occurred — elsewhere. 
This observation led to a trial of split- 
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thickness removal of involved skin in a 
patient with a cornifying variant of 


Darier's disease." The surgically 
treated areas remained free of disease 
during a four-year follow-up period. 
Subsequently, three additional pa- 
tients with widespread intractable 
Darier's disease were treated with 
partial-thickness skin excision.^ The 
treated areas in these patients had 
remained free of recurrent disease for 
more than three years at the time of 
reporting. In all cases, the regener- 
ated skin showed a flat epidermis with 
no papillary dermis or one markedly 
reduced in thickness. Dellon et al^ 
suggest that the pathophysiology of 
Darier's disease may be related to an 
altered dermoepidermal interaction 
and that surgical removal of the papil- 
lary dermis, particularly the capillar- 
ies in the papillary dermis, is neces- 
sary to insure elimination of the 
disease. 

Local resistance to recurrent dis- 
ease following surgical excision or 
electrosurgical destruction may not be 
limited to Darier's disease but may 
possibly occur in other cutaneous 
disorders. In a patient with psoriasis 
described by Grekin and Van Seott,'? 
electrodesiccation of the letters ED in 
a localized plaque of psoriasis resulted 
in a nine-year remission in the electro- 
surgically treated site. Grekin and 
Van Scott suggest that destruction of 
the dermal papillae prevents hyper- 
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^. * Progressive interstitial fibrosis with 
^. roentgenographic honeycombing devel- 
.. oped in the case of a psoriatic patient who 
^. had been on a regimen of methotrexate 
< for 18 years. Examination revealed a 
^ combined restrictive and obstructive de- 
. fect in pulmonary mechanics and severe 
` compromise of gas transfer across the 
. pulmonary alveolar-capillary membrane. 
.. Improvement in the level of arterial blood 
;; gases and pulmonary diffusing capacity 
occurred after discontinuation of metho- 
n. trexate therapy. Interstitial fibrosis of the 
lung is a potential complication of metho- 
trexate therapy for psoriasis. 

` (Arch Dermatol! 114:1800-1802, 1978) 




























Acute and subacute pneumonitis 
LX may result from methotrexate 
treatment.” * The syndrome consists 
of fever, nonproductive cough, and 
dyspnea, accompanied by interstitial 
and alveolar infiltrates seen on chest 
roentgenogram. With discontinuation 
of the drug therapy, the signs and 
ymptoms resolved in 90% of cases. 

‘Thirty-six cases of methotrexate 
pneumonitis were reported by 1976.' 
Of these, five occurred with chronic 
dermatoses, including psoriasis, myco- 
sis fungoides, pemphigus, and subsep- 
sis alergia. The remainder of re- 
ported eases occurred primarily with 
aeute leukemia, both in and out of 
remission. The dosages and schedules 
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of administration have included both 
intermittent and continuous oral ther- 
apy, as well as intermittent intrave- 
nous (IV) administration. No relation- 
ship between route of administration, 
total dose, or schedule has been 
found. 

Progressive respiratory insufficien- 
ey and death have been described in 
two cases during the acute phase of 
pneumonitis.** Progressive intersti- 
tial lung disease without prior pneu- 
monitis has not been previously 
described as a consequence of metho- 
trexate therapy. We report a case of a 
psoriatie patient in whom insidious 
and severe interstitial lung disease 
developed while being treated with 
methotrexate for 18 years. 


REPORT OF A CASE 


The patient was a 70-year-old man with 
& history of psoriasis that began in 1930. 
Treatment had included tar and ultraviolet 
irradiation, as well as topical corticoster- 
oids, with only partial clinical response. In 
1959 he was given a trial of oral methotrex- 
ate, 5 mg/day. The drug was administered 
for one week, alternating with one-week 
intervals during which time the drug was 
withheld. The response was dramatic, with 
nearly complete clearing of all lesions. 
Since that time he has taken the same 
schedule of methotrexate in dosages vary- 
ing from 5 to 10 mg/day for approximately 
nine months each year. During periods of 
remission, treatment was withheld. His 
past medical history included aleoho! abuse, 
peptie uleer disease, peripheral vascular 
disease, and 100-pack years of tobacco 
exposure, Review results of systems were 
negative for renal, musculoskeletal, and 
neurologic symptoms. Occupational history 
was noncontributory. No other medications 
associated with the development of inter- 
stitial lung disease were prescribed. In 


1959 he was without pulmonary symptoms, 


and a chest roentgenogram was inter- 


Progressive Interstitial Lung Disease 
From Prolonged Methotrexate Therapy 


5 < Robin L. Kaplan, MD, Dennis H. Waite, MD 


preted as normal (Fig 1). In 1967 clubbing 
of the digits was first noted when the 
patient was asymptomatic. A chest roent- 
genogram at that time demonstrated 
inereased interstitial markings in both 
bases (Fig 2). In 1970 pulmonary symptoms 
first developed, consisting initially of a 
nonproductive cough and, later, dyspena on 
exertion. A chest roentgenogram at that 
time was unchanged from 1967. The symp- 
toms progressed, with the cough becoming 
productive. During hospitalization in No- 
vember 1977 for a small-bowel obstruction, 
the patient was noted to be dy spneic on 
minimal exertion. Physieal examination 
disclosed bibasilar inspiratory rales and ` 
scattered expiratory rhonchi. A few resolv- 
ing psoriatic plagues were noted over the 
abdomen. The liver was not enlarged, and 
portal hypertension was not evident, Digi- 
tal clubbing was present, and peripheral 
cyanosis was observed. Differential WBC 
count and CBC were normal, as were 
SGOT, lactic dehydrogenase, and alkaline 
phosphatase values. Antinuclear antibody 


and rheumatoid factor were negative. A 


tuberculin skin test was negative. Results 
from serial pulmonary function tests 
performed over a ten-year period showed 
the development of a mixed obstructive 
and restrictive pattern of dysfunction. A 
progressive defect in oxygen transfer was 
demonstrated by a diminished diffusing 
capacity. Values for arterial blood gases 
revealed severe progressive hypoxemia. 
Treatment consisted of supplemental ox- 
ygen, postural drainage, bronchodilator 
medications, and withholding methotrex- 
ate. Subjective, as well as blood gas, 
improvement was noted. However, the 
pulmonary function and roentgenographie 
abnormalities remained unchanged. 


COMMENT 


This patient received oral metho- 
trexate for 18 years. No other drug 
therapy, occupational exposures, or 
underlying illnesses ean be invoked to 
account for the development of his 
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Fig 1.—Chest roentgenogram in 1959, 


prior to institution of methotrexate thera- 
py. 








Fig 2.—Chest roentgenogram in 1967 
demonstrating increases in basilar intersti- 
tial lung markings. 





Fig 3.—Chest roentgenogram in 1976 
demonstrating honeycomb pattern involv- 
ing primarily basal portions of lungs. 


extensive interstitial fibrosis. Of con- 
cern is the history of tobacco usage. 
Although moderately severe airways 
obstruction is now evident and con- 
tributes to the patient's symptoms, 
the role of smoking in the pathogene- 
sis of the severe hypoxemia is unclear. 
Tobacco exposure has not been asso- 
ciated with the development of inter- 
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stitial lung disease. Despite the fact 
that the major portion of the patient's 
tobacco exposure occurred prior to 
methotrexate therapy, he had normal 
arterial blood gas values, chest roent- 
genogram, and diffusing capacity. 
Only after the institution and contin- 
uation of methotrexate therapy did 
hypoxemia develop and progress. 

Other possible causes for the devel- 
opment of interstitial lung disease in 
this case seem unlikely. Although 
interstitial lung disease may also 
develop in psoriatic cases in which 
sacroiliitis and spondylitis have devel- 
oped, this patient had neither physical 
nor roentgenographic evidence of ar- 
thropathy. Connective tissue disease 
seems an unlikely cause in view of the 
absence of antinuclear antibody and 
rheumatoid factor. Exposure to spe- 
cific organic and inorganic dusts was 
not elicited, and no evidence for an 
infectious cause was found. 

In a large proportion of cases of 
interstitial lung disease, no specific 
cause can be identified and the cases 
are classified as “idiopathic” intersti- 


tial lung disease (IILD). The clinical , 


features may be similar to those seen 
in our case. Often, rheumatoid factor 
and antinuclear antibody are present 
in low titer without systemic manifes- 
tations of connective tissue disease. 
The importance of this finding is, at 
present, unknown. However, a recent 
report'^ suggests that circulating im- 
mune complexes are involved in the 
pathogenesis of IILD. Serum antinu- 
clear antibody and rheumatoid factor 
reflect the presence of immunologic 
abnormalities that include circulating 
immune complexes, and to this extent, 
positive antinuclear antibody and 
rheumatoid factor may be revealing 
of the pathogenesis of IILD. The 
absence of rheumatoid factor and 
antinuclear antibody in our case does 
not exclude an immunologically me- 
diated basis for his interstitial lung 
disease, but it does make this possibil- 
ity less likely. 

Previous reports have emphasized 
the acute presentation of methotrex- 
ate pneumonitis. It is characterized by 
the relatively sudden appearance of 
fever, nonproductive cough, dyspnea, 
and, less frequently, chest pain, rash, 
and peripheral eosinophilia. The acute 
illness lasts from one to six weeks, 
depending on when methotrexate is 
recognized as the offending agent and 
therapy is discontinued. The majority 
of cases resolve on discontinuation of 
the drug therapy, with or without 
institution of corticosteroid treat- 
ment. 

The consequences of chronic metho- 


trexate administration have been only 
briefly mentioned in previous re- 
ports." Everts et al? mentioned one 
case in which symptoms recurred 
intermittently for 12 months. Metho- 
trexate treatment was administered 
twice weekly (12 IV mg) for 30 days 
and was continued through the course 
of the illness. Marked peripheral eo- 
sinophilia was noted. The outcome 
was not described in this case. Sost- 
man et al' deseribed two cases in 
which pulmonary function and chest 
roentgenogram abnormalities per- 
sisted for seven and nine months, 
respectively. Total dosage in each case 
was less than 400 mg. 

Histologic studies of acute metho- 
trexate pneumonitis are limited, but 
results have shown: (1) a heterogenous 
perivascular and alveolar mononuclear 
cell infiltrate, (2) noncaseating granu- 
lomas with occasional giant cells, (3) a 
mild degree of interstitial fibrosis, 
and (4) no evidence of vasculitis.'? 
Nesbit et al? mention a case of recur- 
rent episodes of interstitial pneumo- 
nitis in which a repeated lung biopsy 
specimen showed "marked interstitial 
fibrosis." However, neither chest 
roentgenograms nor microscopic data 
are included in their report. Roent- 
genographie manifestations consist of 
diffuse alveolar and interstitial infil- 
trates, which clear as the clinical 
syndrome resolves. Results from pre- 
vious reports have not demonstrated 
progressive interstitial fibrosis with 
roentgenographic honeycombing in 
cases of long-term methotrexate 
treatment. 

The pathogenesis of methotrexate 
pneumonitis remains unknown. Al- 
though immunologic mechanisms 
have been suspected, the fact that 
rechallenge with methotrexate or con- 
tinuation of treatment does not exac- 
erbate the pulmonary abnormalities 
makes this an unlikely mechanism. 
Despite the frequency of eosinophilia, 
cases where it does and does not occur 
cannot be distinguished on the basis 
of clinical course, duration of treat- 
ment, total drug dosage, or route of 


administration. The syndrome has . 


occurred in cases where total dosage 
ranged from 40 to 41,000 mg and in 
cases where oral, as well as IV thera- 
py, was administered. (Our patient 
has received a total dosage of approx- 
imately 35,000 mg.) 

A direct toxic effect on the lung has 
been proposed by Filip et al.* Metho- 
trexate toxicity may be mediated 
through a prolonged effect on nucleo- 
protein. The synthesis of DNA in 
human marrow is suppressed for long 
intervals until plasma methotrexate 
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reasonable to infer similar sensitivity 
^. to the effects of methotrexate on 
— DNA synthesis. The previous observa- 
... tion of improvement in cases of acute 
.. methotrexate pneumonitis despite 
-; continuation of treatment does not 
^ support this mechanism. However, 
^. plasma methotrexate levels have been 
=: measured rarely; therefore, this hy- 
pothesis cannot be entirely dismissed. 
Gutin et al’ found serum levels in 
excess of 10-* in the case of a patient 
who succumbed to acute methotrexate 
pneumonitis after intrathecal admin- 
istration. 
t is of interest that, in our case, 
methotrexate was administered oral- 
ly. Daily oral therapy with methotrex- 
ate has been associated with a higher 
incidence of hepatic toxicity than 
other routes of administration." A 
history of liver dysfunction with biop- 
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MESE Since pulmonary alveolar epithe- 
lium has rapid cell turnover, it is 
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apparent during his most. recent 


hospitalization. Methotrexate in large | 


doses is excreted primarily unchanged 
in the urine; in small doses, up to 40% 
is excreted in the bile. It is conceiv- 
able that long-term oral administra- 
tion of the drug exacerbated liver 
dysfunction in our ease, which re- 
sulted in impaired excretion of the 
drug. However, since plasma levels 
were not determined in our case, the 
mechanism of pulmonary injury re- 
mains unknown. 

Our case is unusual with respect to 
presentation and course. Despite re- 
peated questioning, no history sug- 
gestive of previous episodes of acute 
pneumonitis could be obtained. AI- 
though subclinieal pneumonic epi- 
sodes may have been present in the 
past, it seems most likely that his 
course was one of slowly deteriorating 
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chronic airways obstruction. It fs 


difficult to implicate either the inter- 


stitial disease or airways obstruction 
as the major — determinant of the 
symptoms. However, since stopping 
methotrexate therapy, the arterial 
blood gas values and diffusing capaci- 
ty have improved coincidentally with 
the subjective improvement. Concur- 
rently, there has been no significant 


change in the spirometric values. This 


suggests that amelioration of symp- 
toms is related to improvement in gas 
transfer, which is not explained by 
improved ventilatory mechanies, but 
rather by diminution of lung injury by 


methotrexate. 
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Florid Cutaneous Papillomatosis 


Robert Allen Schwartz, MD, MPH, Gordon H. Burgess, MD 


e The abrupt onset of acanthosis nigri- 
cans (AN) or of multiple seborrheic kera- 
toses in middle-aged or older people is 
often associated with underlying malig- 
nant neoplasms. We describe a 64-year- 
old woman who developed a large number 
of verrucous papillomas on the trunk and 
. extremities, followed within a few months 
by the sudden appearance of both the 
lesions of AN and those of multiple 
seborrheic keratoses. Laparotomy dis- 
closed a gastric adenocarcinoma. A num- 
ber of similar cases have been described 
in the literature. It is emphasized that 
patients with suddenly appearing verru- 


cous papillomas should be examined 


caretully for an underlying cancer. To call 
attention to this eruption, which may be 
mistaken for generalized warts, we sug- 


gest the term “florid cutaneous papillo-- 


matosis.” 
(Arch Dermatol 114:1803-1806, 1978) 


S patients have been de- 
scribed who had both malignant 


acanthosis nigricans (AN) and the 


sudden appearance of multiple seb- 
orrheie keratoses (the sign of Leser- 
Trélat)) We report a case in which 
both AN and the sign of Leser-Trélat 
were associated with multiple verru- 
cous papules of the trunk and extrem- 
ities. 


REPORT OF A CASE 


A 64-year-old woman with generalized 
verrucous skin lesions was first seen in 
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September 1977. The patient noted the 
onset 21$ months earlier of an intermam- 
mary erythema and pruritus that spread to 
her back. At that time she observed a few 
skin lesions that, during the next four 
weeks, appeared prominently on the upper 
part of her back as small, skin-colored 
“warts.” These gradually enlarged and 
spread to involve the entire trunk and 
extremities, sparing the feet, head, and 
neck, She was also aware of a rapidly 
enlarging lesion on her left breast. She 
denied the use of nicotinic acid or steroids, 
including birth control pills, using no medi- 
cation except occasional oral diazepam. The 
patient stated that she was in excellent 
health and denied recent weight loss, 
dyspepsia, dark tarry stools, or blood from 
any orifice. A cholecystectomy and appen- 
dectomy had been performed in February 
1977 without complications. 

Pertinent physical findings were multi- 
ple papillomatous verrucous lesions on her 
arms, trunk, and extremities. Many of the 
lesions on the back and chest were flat- 
tened, stuck-on, warty, dark-brown tumors 
up to 2 em in diameter with the clinical 
appearance of seborrheie keratoses (Fig 1). 
In addition, approximately 70 of the 100 
skin-colored warty papules were projectile, 
warty papillomas indistinguishable from 
viral warts (Fig 2) The flexural areas, 
especially the axillae and periorbital folds, 
showed slightly hyperpigmented, some- 
what verrucous rugose skin folds with occa- 


sional warty excrescences (Fig 3 and 4). A 


diffuse keratoderma of the palms was 
evident. On the skin of the left breast was a 
dome-shaped, 12-mm nodule with a non- 
translucent, slightly erythematous edge 
and a keratotic center. 

The clinical impression was malignant 
AN. The evaluation included the following 
tests, all of which yielded results within 
normal limits: complete blood cell count 
with differential, platelet count, erythro- 
cyte sedimentation rate, serum electrolytes 
and chemistries, prothrombin time, carci- 
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noembryonie antigen (CEA) level, seru 
immunoglobulin levels, chest roentgeno- 
gram, upper gastrointestinal series witt 
small bowel examination, barium enema 
and intravenous pyelogram. The actua 
CEA level was 0.8 ng/ml (normal, up to 27 
ng/ml). However, an endoscopic examina 
tion disclosed a 1.5-em gastric nodule ` 
central ulceration located high on 
greater curvature and multiple 5- to 
mm, dome-shaped, nonulcerated nodules 
the lower end of the esophagus. Biopsy o 
an esophageal lesion showed a benigi 


papilloma, while that from the stomacl 


showed entirely normal gastric mucosa. 
An exploratory laparotomy was per 
formed, which indicated greatly thicken 
gastrie walls in the fundal and. card 
regions suggestive of a laterally infiltr 
ing gastric carcinoma (linitis plastica 
Multiple peritoneal masses varying in siz 
from 3 mm to 5 em were present. Frozen 
histologic sections from the stomach w 
and peritoneal lymph nodes showed aden 
eareinoma with many signet-ring type cel 
(Fig 5). The tumor was considered unr 
sectable and left intact. The patient wa 
started on a multiple chemotherapeut 
agent protocol She has remained on th 
regimen for six months. Many of the 
generalized papillomas have dropped o 


spontaneously, while the periorbital papi 


lomas have become more pronounce 
producing a considerable annoyance for 
the patient. e 


HISTOPATHOLOGIC FINDINGS _ 


Seven verrucous papillomas were 
examined histologically using a hema- 
toxylin-eosin stain. Each specimen 
showed pronounced hyperkeratosis, 
irregular acanthosis, and serrated ` 
papillomatosis (Fig 6). There was no. 
evidence of cystic inclusions of horny - 
material. One projectile, papilloma- ` 
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Fig 1.—Hyperpigmented stuck-on appearing tumors of 
seborrheic keratoses on patient's back. 





Fig 2.—Verrucous papillomas on left hand. 


Fig 3.—Right axilla, showing rugal thickening in axilla and 
verrucous papillomas. 


Fig 4.—Left eye: massive involvement with accentuated folds and 
papillomatous nodosities. 
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Fig 5.—Gastric adenocarcinoma shows 
anaplastic-appearing mucosa and signet- 
ring cells (hematoxylin-eosin, original 
magnification x 100). 


of the anterior aspect of the chest, also 
showed diffuse acantholysis through- 
out the Malpighian layer. Another 
lesion showed a more focal acantholy- 
sis. The acantholysis was interpreted 
as being histologically incidental as 
described by Ackerman.? None of the 
sections had large vacuolated upper 
epidermal cells, parakeratosis, or eo- 
sinophilic inclusions suggestive of ver- 
ruca vulgaris, nor did the endoscopic 
biopsy specimen from an esophageal 
nodule. The latter showed pronounced 
acanthosis with no signs of epidermal 
atypia or other epidermal changes. 
Electron microscopic examination of 
two cutaneous papules did not show 
viral particles. 

The 1.2-em dome-shaped breast 
nodule with a central keratinous plug 
showed histologically a cup-shaped 
hyperkeratosis buttressed on the lat- 
eral margin and base by "ground 
glass" acanthotic squamous epithe- 
lium. The histopathologic diagnosis 
was a keratoacanthoma. 

Histologic examination of the gas- 
tric mucosa demonstrated areas of 
intestinal metaplasia with irregular 
groupings of large, round, apparently 
mucin-filled cells with their pleomor- 
phic nuclei often compressed against 
the cell wall, focally infiltrating the 
mucosa, and individually involving the 
submucosa, muscularis, and serosa 
(Fig 5). Similar signet-ring cells were 
noted in one gastrocolic lymph node 
and in an omental nodule. 


COMMENT 


Acanthosis nigricans is a hyperpig- 
mented, hyperkeratotic, verrucous 
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Fig 6.—Verrucous papillomas, histologically indistinguishable from a viral wart clinically 
(hematoxylin-eosin, original magnification x 100). 


eruption that is usually evident in the 
axillae and other flexural areas. The 
first two patients were described in 
the same publication in 1891, both 
with Unna's descriptive diagnosis of 
AN. By 1909, about 50 cases were 
recorded, and a clear association of 
adult AN patients with rapidly pro- 
gressive abdominal carcinoma was 
noted, with the average duration of 
life after the skin lesion onset of 
approximately one year.’ Acanthosis 
nigricans has been reviewed by Brown 
and Winkelmann,’ Curth,’ and Kahn 
et al.° Curth distinguishes four types: 
malignant AN, “benign” AN, pseudo- 
AN, and AN as part of a syndrome 
such as Bloom’s, Rud’s, and Crouzon’s 
or with insulin-resistant diabetes. It 
may be that possibly the 10% of 200 
consecutive renal transplant patients 
reported to have AN’ form a fifth 
category of patients, predisposed to, 
but without evidence of, cancer. 

The malignant type of AN can be 
recognized by its onset after puberty, 
its progressiveness, and its lack of 
association with obesity and certain 
medication such as birth control pills 
and nicotinic acid. Once the diagnosis 
of malignant AN is made, a vigorous 
attempt to locate the underlying 
malignant neoplasm must be ini- 
tiated, since it may be curable if 
detected early.’ In Curth's series, the 
tumor was preceded by malignant AN 
in 17% of patients, occurred simulta- 
neously in 61%, and was discovered 
before the onset of malignant AN in 
22% of patients. The most common 


underlying cancer is a gastric adeno- 
carcinoma.’ Our patient clearly fits 
the criteria of malignant AN, with a 
fulminant onset of verrucous intertri- 
ginous lesions, impressive hyperkera- 
tosis of the palms, and an underlying 
gastric adenocarcinoma. The general- 
ized wart-like lesions, so prominent in 
our patient, are not part of AN but 
have been impressive in a number of 
patients similar to ours. 

White described a 63-year-old man 
with known gastric carcinoma who 
developed AN and wart-like lesions on 
his trunk and extremities." Hage and 
Hage described a 71-year-old woman 
with malignant AN and "several 
papillary verrucous lesions" on the 
arms, trunk, and abdomen together 
with "more or less prominent condylo- 
mata accuminata-like lesions" on the 
eyelids and perioral skin.'^ An explor- 
atory laparotomy was performed, 
which disclosed a gastric adenocarci- 
noma. In both cases, as in our case, 
viral studies on the excised papillomas 
showed negative results. 

There are other reports of promi- 
nent wart-like papillomas in associa- 
tion with malignant AN. In a patient 
described by Dingley and Marten," 
AN was preceded by the sudden 
appearance of numerous warts on the 
trunk and extremities together with 
downy lanugo hair on the face and 
neck. Another case was reported as 
“AN with discrete warts.” The latter 
were described as filiform and "indis- 
tinguishable from infectious warts." 
In fact, the original case of Unna and 
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x ‘Politzer not only began with the 
. appearance of numerous papillomas at 
© -the side of the lips, but it also showed 
oc "striking... peculiar flat warts on the 
A arms of recent onset.” 

: The sign of Leser-Trélat refers to 
o the abrupt appearance and rapid 
. increase in size of many seborrheic 
— keratoses associated with an underly- 
:. ing malignant neoplasm. The eponym 
= honors two European surgeons, Ed- 
mund Leser (1853-1916) and Ulysse 
Trélat (1827-1890), who are credited 
with first noting this entity." The 
= Leser-Trélat sign was reviewed by 
—. Dantzig in 1973 who found only ten 
^. eases reported since 1891.' Listing five 
_of the ten patients as also having AN, 
Dantzig observed that an association 
between the two entities might exist. 
Nine of these ten patients with the 
Leser-Trélat sign had the site of 
inderlving malignant neoplasms 
‘specified: eight were adenocareino- 
mas, five of which were gastrointesti- 
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eancer, two had the sign of Leser- 
Trélat alone, and two had both AN 
and the Leser-Trélat sign. Thus, the 
association between these two mark- 
ers in our patient is not unique. 
However, a keratoacanthoma as 
part of AN, the sign of Leser-Trélat, 
or with prominent papillomatous le- 
sions is distinctive. Interestingly, ker- 
atoacanthomas occasionally may be 
seen in patients with a generalized 
eruption of sebaceous neoplasms and 
underlying multiple low-grade viscer- 
al carcinomas, 
syndrome.'*'* In faet, keratoacantho- 


mas themselves have rarely been 


reported as associated with laryngeal 
neoplasms, including carcinoma.'*" 
Nevertheless, the keratoacanthoma in 
our patient may well represent a 
fortuitous finding and may not neces- 
sarily be associated with the multiple 
papillomatous lesions. 
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at, is attractive to postülate. that 
there may be a tumor elaborated/ 
epidermal growth factor (EG F) y 
patients with malignant AN, the sign 
of Leser-Trélat, or with multiple cuta- 
neous papillomas. Human EGF has 
been isolated from urine” and recent- 
ly detected by radioimmunoassay 
from some plasma specimens.” Other 
workers have suggested that EGF and 
urogastrone may be closely related 
porveruner = 

In summary, we have described a 
patient who had a generalized wart- 
like eruption and later developed both 
AN and the sign of Leser-Trélat. 
These findings and those of similar 
patients suggest that patients with 
suddenly appearing verrucose nonvi- 
ral papillomas should be examined 
carefully for an underlying cancer. 
Since this eruption may be mistaken 
for generalized viral warts, it may be 
emphasized by the description "florid 
cutaneous papillomatosis." 
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Evidence for Autosomal Dominant Inheritance 


José M. Cantú, MD; Marta O. Gómez-Bustamente, MD; 
Amado González-Mendoza, MD; J osé Sánchez-Corona, MD 


© Thirteen members of a tamily had — 
. . multiple comedones. Three other rela- - 
tives were also ascertained to be affected. i 









E mis. peculiar dermatosis. affected. both 
-sexes and was present in one individual 


^ were more numerous in male family 
members, increasing in number with age. 
The pedigree showed a definite. pattern of 
autosomal dominant inheritance. - 
(Arch Dermatol 114:1807-1809, 1978) 
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Fig 1.—Pedigree. Propositus is indicated by arrow (III-7). 
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s as young as 10 years of age. The. lesions. 


n 1967, Rodin et ab described a 
42-year-old woman who had wide- 


fe distributed multiple comedones E 
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Fig 2.—Propositus. Left, Face shows multiple comedones and scars. 
Center and right, Thoracic anterior and posterior partial views. 





Fig 3.—Comedo (hematexylin-eosin, original magnification x 65). 
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REPORT OF A CASE 


The propositus (III-7, Fig 1), a 70-year- 
old man, was first seen by us because of a 
dermatosis that started when he was 15 
years old. He was the first child of unre- 
lated parents who were 15 (mother) and 18 
(father) years of age at his birth. The 
patient's physical examination (Fig 2) 
showed thousands of disseminated come- 
dones practically all over the body, with 
localization on the face, which was the 
initial site of involvement, the neck, the 
thorax, and the forearms (Table). The 
scalp, palms, and soles were spared. The 
patient said that, during adolescence and 
early adulthood, some comedones became 
pustulous acneiform lesions. Comedo re- 
moval left a small crater-like depression 
that refilled in a few weeks. Some of the 
depressions became inactive, or at least not 
grossly visible, leaving permanent scars 
that were randomly distributed in all 
affected areas. The dermatosis has grown 
progressively worse since adolescence, but, 
aside from esthetic problems, no other 
complaints were manifested by the pa- 
tient. 

The histopathological study of a skin 
biopsy specimen where typical lesions were 
included disclosed follicles filled with kera- 
tin plugs (Fig 3). The keratin was lamellar 
without parakeratosis, and the follicular 
ostia were dilated. The external radicular 
sheath was atrophic with arborescent 
branching. Most of the sebaceous glands 
were also atrophic or absent in well-devel- 
oped comedones. No dyskeratotic changes 
were found. 


FAMILY DATA 


The propositus had six siblings (III-1 to 
III-6) who died in early childhood of 
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Age, yr 


Face 


ESRB: RI EROR. 
Patient} Present Onset Sex 


I-71 70 
B + 


IV-4 ++ ++ 
IV-5 38 ++ ++ 


21 
18 


*Categorized as follows: 0 = none; + = 
+ + + + = extremely abundant. 

TSee pedigree for identification. 

iPropositus. 


unknown causes. His mother. (II-2), a 
maternal uncle (II-3), and his eldest son 
(IV-1) were considered to be affected, after 
questioning the patient. It was not possible 
to ascertain if either of his maternal 
grandparents was affected. Two offspring 
(IV-2 and IV-3) died during early childhood 
from unknown causes. Two daughters (IV- 
4 and IV-5) and one son (IV-7) as well as 
nine grandchildren (V-4, V-6 to V-10, V-14 
to V-16) also were affected (Fig 4, Table); 
V-10, a 10-year-old, was the youngest 
person to be affected. Except for V-1, who 
is an adult, all other normal grandchildren 
(V-11 to V-13, V-18 to V-20, V-31 and V-32) 
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Neck 
M +++ B c4 Gc AF +¢4+4¢4+ +++ +++ 


sparse; 


Anterior Posterior Abdo- 


Thorax Thorax men Extremities 


+ + 
+ + 





+ + = moderate; +++ = abundant; 


and great-grandchildren (VI-7 and VI-8) 
with affected parents were less than 8 
years old. In general, the face was the usual 
initial site of involvement, age was directly 
related to severity, and male subjects were 
more severely affected than female. In 
most patients some inflammatory lesions, 
as those observed in acne, coexisted with 
the comedones. The onset age in all 
patients is indicated in the Table. 


COMMENT 


The dermatosis present in the fami- 
ly described here was characterized by 


Fig 4.—Affected relatives. Top left, IV-7, 
face shows multiple comedones and 
scars. Some small keloids from infected 
comedones also can be observed. Top 
right, V-4, multiple active comedones and 
crater-like scars on back. Bottom left, IV-5, 
axilla with confluent comedones. Bottom 
right, V-7, posterior aspect of neck with 
small comedones. 


multiple comedones with onset as 
early as 10 years of age, increased 
activity during adolescence, presence 
in subjects of both sexes, though with 
greater severity in male family mem- 
bers, and direct relationship to age. 

The results of the histopathological 
studies were compatible with the clin- 
ical features; however, dyskeratotic 
changes were not typical findings as 
previously reported. Acne vulgaris, 
trichofolliculoma, folliculitis | ulery- 
thematosa reticulata, keratosis pilaris, 
and Kyrle's disease, as suggested and 
reviewed by Carneiro et al; were 
considered for differential diagnosis. 
Favre-Racouchot disease! was also 
excluded since this disorder usually 
occurs during the third or fourth 
decade of life, and the comedones are 
present mainly on the face and are 
either open or closed (microcyst) 
lesions. The pedigree analysis showed 
a definite autosomal dominant pat- 
tern of inheritance since both male 
and female members of four consecu- 
tive generations were affected, in- 
cluding two instances of male-to-male 
transmission. Although there is no 
information concerning the maternal 
grandparents, presumably one of 
them must have been affected since 
two offspring showed the dermatosis. 
The younger grandchildren with af- 
fected parents have a 50% probability 
of developing the disorder. 


Artwork was done by Armando Alcaraz and 
Amado Barthel. Natalia Guillén gave secretarial 
assistance. 
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Nevus of Large Spindle and/or 
Epithelioid Cells (Spitz's Nevus) 





Cleire Paniago-Pereira, MD; John C. Maize, MD; A. Bernard Ackerman, MD 


* By now itis well recognized that there 
is a benign melanocytic nevus, common 
in the young and common enough in 
adults, that has histological features that 
are confusable with those of malignant 
melanoma. The anomaly is usually re- 
ferred to as benign juvenile melanoma, 

sometimes as Spitz’s nevus, and, by some 

- histopathologists, as spindle and epithe- 
lioid cell nevus. All the histological subtle- 
ties and variations of the condition are 
still not fully appreciated and some of 
them are still being misinterpreted as 
those of malignant melanoma. 

We herewith present a study designed 
to clarify the issues and offer firm criteria 
for histological differentiation of the 
nevus in point from malignant melano- 
ma. 

We also suggest a new name for it and 
supporting arguments therefor. 

(Arch Dermatol 114:1811-1823, 1978) 


his is a study of the histological 

features of 200 specimens of that 
distinctive melanocytic nevus, which 
was originally designated juvenile 
melanoma by Spitz, collected during a 
three-year period in the Dermatopa- 
thology Laboratory of the New York 
University Medical Center. To us, the 
term “nevus of large spindle and/or 
epithelioid cells” is most informative 
because it describes and emphasizes 
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those microscopic characteristics that 
differentiate this nevus from all other 
melanocytic nevi and from malignant 


melanoma. 


Thirty-nine percent of the nevi 
came from patients who were less 


than 14 years of age; 61% were from 
persons older than age 14. The young- 
.est patient in this series was 13 


months old; the oldest was 69 years 
old. The most eommon locations for 
the nevus of large spindle and/or 
epithelioid cells were the head and 
legs. The legs were sites of predilec- 
tion for the lesions in women. 

We have classified the nevus of 
large spindle and/or epithelioid cells 
by histologieal patterns and by cell 
types. By pattern, they were found to 
be junctional in 9.5% of the cases, 
compound in 66%, and intradermal in 
24.5%. By cell type, they were predom- 
inantly spindle shaped in 54.5% of all 


eases, predominantly epithelioid in 


21%, or a combination of both cell 


types in 24.5%. Some histological vari- 


ants were found and described as 
granulomatous, lichenoid, and desmo- 


plastic. Specimens that were sessile 


and papillomatous with prominent 
telangiectasias, severe edema of the 
dermis, and containing “acantholytie” 
epithelioid cells and scant melanin 
were identifiable as coming from 
young children; those that were dome 
shaped and associated with isolated 
large spindle and/or epithelioid cells 
in a markedly fibrotic dermis were 
considered to be from adults. 

An attempt has been made to estab- 
lish histological criteria for the recog- 
nition of every pattern and type of 
nevus of large spindle and/or epithe- 
lioid cells and for differentiating 
them from malignant melanomas. 
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These criteria have been categoriz 
according to importance as major à 
minor features. The major features 
nevus of large spindle and/or epit! 
lioid cells are some unusually i 
cells, spindle and/or epithelioid ce 
sharp lateral demarcation of- 
intraepidermal melanocytic com] 
nent of the lesion. (no horizon 
extension of individual melanocyte 
rare or sparse individual melanoc 
high above the epidermal basal la 
and progressive maturation of m 
cells the deeper they lie in the 
Minor features, those that an 
commonly enough but are 
for diagnosis, are telangiectas 
vascular inflammatory cell inf 
epidermal hyperplasia, elefts betwee 
nests of melanocytes and surround 
epidermal keratinocytes, giant ne 
cells, fibrosis, edema,. and sea 
melanin. cA 
Finally, the most important reports 
about this nevus have been critically 
reviewed and differences .of opinio 
have been brought into sharp 
focus. T OU 


HISTORICAL ASPECTS OF _ 
NEVUS OF LARGE SPINDLE. 
AND/OR EPITHELIOID CELLS 


In 1910, Darier and Civatte r 
ported the case of an 8-month-old bx 
in whom a fast-growing, red nodu 
had developed on the nose that hi: 
logically showed what they inte 
preted to be nevus cells and fusifor 
cells Those renowned dermatolo- 
gists, so expert in dermatopathology 
were not able to decide, either from 
the clinical or the histological fea 
tures, whether they were dealing wit! 
a benign or a malignant melanocytic 
lesion. During the years pathologists 
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have repeatedly faced the same prob- 
lem whenever a melanocytic lesion 
with histological features suggestive 
of a malignant melanoma occurs in a 
ehild. 

Pack and Anglem (1939) believed 
that malignant melanomas in children 
were low-grade malignancies that 


. seldom metastasized, although histo- 
^. logically they were indistinguishable 


J tion. 





from malignant melanomas in adults.’ 
Subsequently (1948), Pack termed 
these lesions “prepubertal melano- 
mas" and maintained that they should 
be excised prior to puberty, at which 
time they could become “highly vul- 
nerable to malignant transforma- 
” Other investigators had also 
observed that some lesions that 
appeared to be malignant melanomas 
in children behaved benignly,"" but 
that truly malignant melanomas in 


= prepubescent children always behaved 


in a biologically malignant fashion, +> 
" The diserepaney in behavior of 
lesions that were seemingly similar 
histologically was considered to be due 
to endocrinologic differences that 


¿= occurred before and after puber- 
UE fy tee es 

>. In 1948, Sophie Spitz deseribed in 
57 detail many histological features of 
< what she believed to be "benign mela- 
- nomas" or “malignant melanomas” in 
= children that behaved in a benign 


m way. She wr ote: 


In general, it was concluded that differen- 
— tiation histologically between the juvenile 
and adult melanomas could not be made 
=towith certainty in most cases. The one 





.'" feature, found in almost one-half of the 
t gases of juvenile melanoma, was the 
¿x presence of giant cells. In view of the 


survival of patients having this type of 


.- tumor, these have been regarded as an 





:- Indication that the lesion is benign. This is 





E so despite the fact that, except for the 


=: giant cells, such lesions have all the histo- 
`, logie criteria for the diagnosis of malig- 





.. nant melanoma.” 

——. The overall architecture of the "be- 
- nign melanoma" 
“compound nevus. Spitz also called 
"attention to the presence of Touton- 
like giant cells, fusiform and epithe- 


was that of a 


- lioid cells, dilated vessels, and occa- 
. sional mitotie figures within these 
< lesions. 


The benign nature of such lesions 


= was subsequently confirmed by care- 
ful clinicopathologic correlation and 
-long-term follow-up. In 1953, Allen 
and Spitz contributed further to this 
<> subject by providing histological crite- 
> ria for their differentiation of juve- 
: nile melanoma from malignant mela- 
..noma. These eriteria were: (1) fea- 
. tures of a compound nevus; (2) edema 
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and telangiectasia in the upper por- 
tion of the dermis; (3) nests of cells 
sharply separated from the surround- 
ing keratinocytes; (4) large spindle 
and/or epithelioid cells; (6) Touton- 
like giant cells; (6) abrupt transition 
between acantholytiec cells in the junc- 
tional nests and the intact adjacent 
epidermis; (7) relative sparsity of 
pigmentation; and (8) relative superfi- 
ciality of the essential landmarks of 
the lesion. 

In addition to defining the histolog- 
ical eriteria for the diagnosis of 
benign melanoma, Allen and Spitz 
also noted that these lesions were not 
restricted to children. Such lesions, 
which were diagnosed previously as 
malignant melanoma in adults, were 
shown to have the same histological 
features as those in children and were 
known not to metastasize. 

MeWhorter and Woolner, in 1954, 
reviewed a large number of cases of 
so-called juvenile melanoma from the 
Mayo Clinic and confirmed the find- 
ings of Allen and Spitz with regard to 
both their benign clinieal behavior and 
distinctive histological features.” 
Kernen and L.V. Ackerman corrobo- 
rated their occurrence in adults.” 

In 1977, Weedon and Little? wrote 
of their experience in Australia with 
lesions of the type in point. They 
found no noteworthy histological dif- 
ferences between Spitz’s nevi in chil- 
dren and adults. They did note histo- 
logical features that helped to differ- 
entiate atypical Spitz’s nevi from 
malignant melanoma, viz, “some ne- 
vus cell maturity at the base, an 
absence of atypical mitoses, no signif- 
icant upward epidermal spread and 
the nuclear chromatin pattern.” 


NOMENCLATURE 


Spitz’s original term “juvenile mela- 
noma" has been widely used," 
Because of the biologie benignity of 
the lesion, MeWhorter and Woolner 
preferred the term "benign juvenile 
melanoma"* and others subsequently 
adopted this name." Pack et al 
introduced the term "prepubertal mel- 
anoma” in 1947,” and this designation 
was used again by Pack in later arti- 
cles and also by other authors. 712.59 
Other terms that have been suggested 
are "juvenile melanoma of the epithe- 
hoid cell type,"* "spindle cell com- 
pound nevus,"" “Spitz tumor,” "so- 
called juvenile melanoma,” “pseu- 
domelanoma,"** “naevus prominens et 
pigmentosus,"*^ "spindle cell, epithe- 
lioid cell and round cell juvenile mela- 
noma,"* “nevus with large cells,"* 
and "melanoma of Spitz," or "tumor 
of Spitz of fusiform cell nevus.” 





However, the terms "juvenile mela- 
noma" and "benign juvenile malanas 
ma," which are most commonly used, 
have been controversial First, the 
word "juvenile" is inaccurate because 


this lesion occurs in adults as well as 


children. Second, to most physicians, 
the term "melanoma" implies malig- 
nancy whereas this lesion is biological- 
ly benign. Helwig (1954) suggested, 
therefore, that the histological de- 
scriptive term “spindle cell or epithe- 
lioid nevus” be used to name this 
tumor. Kernen and L. V. Ackerman 
(1960Y* proposed the term “spindle 
cell nevi and epithelioid cell nevi." 

In general we are opposed to 
adding new terms where accurate 
names for diseases already exist. 
However, in this instance, we believe 
that the introduction of the word 
"large" to the already existing con- 
cept of a nevus composed of spindle 
and epithelioid cells is justified. It 
describes an important histological 
feature of the lesion, viz, the size of 
the cells, that helps to differentiate it 
from all other melanocytic nevi, some 
of which are also made up of spindle 
cells. The "and/or" specifies that the 
cellular composition may be one or the 
other or both. 

In our opinion, "the nevus of large 
spindle and/or epithelioid cells" is the 
best histological descriptive term for 
the lesion under consideration and 
"Spitzs nevus" is an appropriate 
eponymic designation. for historical 
purposes. 


MATERIALS AND METHODS 


Two hundred specimens diagnosed as 
the nevus of large spindle and/or epithe- 
lioid cells were collected from current biop- 
sy specimens that were submitted to the 
Dermatopathology Section of the Skin and 
Cancer Unit of New York University 
School of Medicine from July 1973 to July 
1977. 

All the specimens had been fixed in 3.7% 
buffered formaldehyde solution. Sections 
were stained with hematoxylin-eosin in the 
routine fashion. No less than 15 planes of 
section were studied in each case. Special 
stains (PAS with and without diastase, and 
silver stain) were applied in some cases. 

Follow-up of each of the patients was 


undertaken to test if the excised lesions 


had in fact behaved in the predicted benign 
manner. 


CLINICAL FEATURES 


The clinical diagnosis of the nevus 
of large spindle and/or epithelioid 
cells is being made correctly more 
often in recent years because the clin- 
ical features of the lesion have come to 
be better recognized. The nevus is 
usually asymptomatic, dome shaped, 
smooth surfaced, pink or tan, some- 
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times brown and even black, and firm. 
* Occasionally, the lesion is polypoid or 

yi, 
verrucose, | and rarely ulcer- 
ated 21284248 

The most common clinical diagnosis 
made in our series of 200 cases (either 
as a first or second possibility) was 
simply an ordinary melanocytic or 
nevocytic nevus (30% of the cases). 
The correct histological diagnosis of 
the nevus of large spindle and/or 
epithelioid cells by its previous titles 
(benign juvenile melanoma, Spitz's 
nevus) was given in 15% of the cases 
and the incorrect diagnosis of malig- 
nant melanoma was given in another 
15%. Less frequent diagnoses in 
descending order were pyogenic gran- 
uloma, dermatofibroma, verruca vul- 
garis, hemangioma, fibroma, mollus- 
cum contagiosum, keloid, pseudolym- 
phoma, nodular mastocytosis, basal 
cell carcinoma, Kaposi’s sarcoma, hy- 
pertrophic lichen planus, adnexal tu- 
mor, chondrodermatitis nodularis 
chronica helicis, seborrheic keratosis, 
and pale-cell acanthoma. 


Age and Sex 


Our data confirm previous reports 
that the lesion is most prevalent in the 
first two decades of life and decreases 
in incidence decade by decade in older 
age groups. Thirty-nine percent of our 
patients were younger than 15 years 
of age (Table 1). 

There is seemingly a slight prepon- 
derance of the nevus of large spindle 
and/or epithelioid cells in women. 
However, as may be seen in Table 1, 
the preponderance in favor of women 
is especially great between ages 15 to 
29, a time when cosmetic considera- 
tions play a particularly important 
role for women in our society, which 
may mean that more attention is paid 
to blemishes in those ages. The young- 
est patient in our series was 13 
months of age and the oldest was 69 
years. Only 8.5% of our patients were 
older than 45 years of age. 


Location and Race 


From Table 2 it may be seen that 
the majority of the nevi of large spin- 
dle and/or epithelioid cells were situ- 
ated on the head and legs (56.595); the 
number on the trunk and arms is 
smaller (38%). This nevus is more 
common on the legs of women than on 
those of men. 

Al of our patients were white, 
except for one who was biack. 


Clinical Course 


In our follow-up study, albeit for 
three years at most, none of the 
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Table 1 “The Nevus of Large Spindle and/or Epithelioid Celis by Age and | Sex. 


No. of 
Male Patients 


45 and older 
Unknown 


No. of 
Female Patients 


78 e c 
§2(26.0) — | 
40 (20.0) 


202 (100.0) | 


Table 2.—The Nevus of Large Spindle and/or Epithelioid Cells by Anatomic 
Site and Sex 


No. of 


Location Male Patients 


Unknown 


No. of 
Female Patients 


200 K 00. o) 


Table 3.—Distribution of Melanocytes in the Nevus of Large Spindle and/or. 
Epithelioid Cells 


Pattern 0-14 
Compound spindie 
Compound spindie & 

epithelioid 
. Compound epithelioid 
Dermal spindle 
Dermal epithelioid 
Junction spindle 
Dermal spindle & 
epithelioid 
Junction epithelioid 


15-29 - 


lesions proved to be malignant mela- 
nomas by clinical behavior. 


HISTOLOGICAL FEATURES 


We have classified the nevus of 


large spindle and/or epithelioid cells 
by pattern and cell type (Table 3) as 
follows: (1) compound with predomi- 
nantly spindle cells; (2) compound 
with predominantly epithelioid cells; 
(3) compound with both spindle and 
epithelioid cells; (4) dermal with 
predominantly spindle cells; (5) der- 
mal with predominantly epithelioid 
cells; (6) dermal with both spindle and 
epithelioid cells; (7) junctional with 
predominantly spindle cells; (8) junc- 
tional with predominantly epithelioid 
cells; and (9) miscellaneous types with 
special features. 


Compound With 
Predominantly Spindle Celis 


In the opinion of many observ- 
ers, 793595" in which we join, com- 
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30-44 


Age Range, yt 


45 and 


Older Unknown Total (3) 


37(185) . 
18(95) 

18(90) . 
1505). — 


1260). E 


-200 (700.0) . 





pound pattern and predominantly 
spindle cells is the most common 
picture of the nevus of large spindle 
and/or epithelioid cells and in our 
series constituted 37.5% of the cases.. 
We found this type most often to be 
grossly smooth and dome shaped, 
sometimes appreciably exophytie and 
sessile, and sometimes papillate in its 
epidermal hyperplasia. Histologically 
the epidermal hyperplasia on occasion 
formed a "eollarette" 
lesion in its dermal extension. Th 
type, moreover, was notable for the 
greatest variation in cellular arrange 
ment. Its large fusiform cells were 
arranged parallel to each other and 
were organized into aggregates that 
tended to be oriented vertically or in 
“swirls,” forming intertwining or 
criss-crossing conglomerations in the 
dermis (Fig 1, left and right). These 
patterns have been picturesquely 
likened to "a raining-down," "schools 
of fish," and "hands of bananas." Few 
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Fig 1.—Left, Diagnostic features of nevus of large spindle and/or epithel 
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ioid cells showing well-circumscribed 








melanocytic lesion in epidermis (ie, intraepidermal melanocytic component stops abruptly in horizontal dimension), 
elongated nests of epidermal melanocytes oriented perpendicular to surface of specimen, clefts between nests of 
epidermal melanocytes and surrounding keratinocytes, epidermal hyperplasia, hypergranulosis and hyperkeratosis . 
(hematoxylin-eosin, original magnification x 36). Right, Higher power view of Fig 1, left, showing sharp circumscrip- 
tion of lateral aspect of intraepidermal melanocytic component. Note that there is no horizontal extension of atypical 
melanocytes, either singly or in small nests, beyond more peripheral nest pictured here (hematoxylin-eosin, original 


magnification x 40). 


mitotic figures were found in these 
. lesions. Melanin was usually sparsely 
. distributed; in some it was considera- 
- ble in amount. The lateral margins of 
© the intraepidermal melanocytic com- 
ponent were sharply demarcated from 
adjacent normal epidermis, ie, the 
lesions lacked that horizontal exten- 
sion of individual melanocytes beyond 
the intradermal portion of the lesion 
so commonly seen in superficially 
. spreading malignant melanomas. 


Compound With 
Predominantly Epithelioid Cells 


D 


| In our series, 1056 of the cases were 
= predominantly composed of epithe- 
© lioid cells, and in some cases only 
< epithelioid cells were seen. 

—- The compound type with predomi- 
. nantly epithelioid cells tended to have 
- many gigantic nevus cells with large 
nuclei and abundant cytoplasms. The 
nests in the dermis were oval or round. 
Again, the margins of the intraepider- 
mal melanocytic component of the 
-lesion were crisply demarcated. There 
“were few individual melanocytes in 
-the upper epidermis and the lesions 
“tended to show maturation of nevus 
< cells at the base. An inflammatory cell 
< infiltrate was commonly present and 
mitotic figures were occasionally 
seen. 













Compound With Both 
Spindle and Epithelioid Cells 


¿oo The classical lesion described by 
— Spitz has the overall architecture of a 
-= compound nevus and a combination of 
> large elongated (spindle) cells and 
^ cuboidal (epithelioid) cells, nevus 

giant cells, and occasional mitotic 
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figures. 

In our series, this classical type of 
compound pattern and uniformly dis- 
tributed spindle and epithelioid cells 
constituted 18.5% of all lesions. We 
found the epidermis in this type was 
usually hyperkeratotic and acanthotie. 
sometimes, after trauma, there was a 
scale erust (Fig 2, left and right). 
Fusiform, well-cireumscribed nests of 
melanocytes at the dermoepidermal 
junctions were separated from the 
surrounding epidermis by  clefts. 
Large cells, similar to those present in 
epidermal and dermal nests, were 
scattered singly along the dermoepi- 
dermal junction and, occasionally, in 
the upper half of the epidermis. In 
rare instances, individual atypical 
melanocytes were found as high in the 
epidermis as the cornified layer. The 
intradermal component was formed 
by nests, cords, and strands of large 
spindle or epithelioid cells. 

The sizes and shapes of individual 
cells varied, as did the sizes and shapes 
of the nests of nevus cells. Cells with 
large nuclei and abundant eytoplasms 
were more commonly situated in the 
papillary dermis; their size gradually 
decreased as they descended further 
into the dermis. At the lower border of 
the lesion the cells were usually much 
smaller and rounder. There was usual- 


ly a sharp cutoff of the cells of the 


nevus at the base of the lesion so that 
a straight line could virtually be 
drawn at the separation. The papillary 
dermis was sometimes edematous, 
telangiectatic, and commonly con- 
tained multinucleated cells. An in- 
flammatory cell infiltrate, usually 
patchy around blood vessels, was 


diffusely distributed throughout the 
dermal portion of the lesion. Oecasion- 
al mitotic figures, some atypical, were 
seen in the melanocytes, both in the 
epidermis and dermis. These features 
have been remarked on by other 
observers also. 


Dermal With Spindle 
and/or Epithelioid Celis 


In 24.5% of the cases, the overall 
pattern was that of a wholly intrader- 
mal nevus. Of all cases 92% had a 
spindle cell component, 9% an epithe- 
lioid component, and 6% both spindle 
and epithelioid cell features. 

As in the compound type, the cells 
were arranged in a variety of 
patterns. They were densely paeked or 
sparsely distributed, usually in a 
fibrotie stroma (Fig 3, left and right). 
When sparse, they sometimes showed 
only a hint of nest formation. 

Dilated blood vessels and an inflam- 
matory cell infiltrate were also seen in 
these lesions. Melanin was often 
absent in the wholly intradermal type. 
When present, it was generally 
sparse. 

A fibrotic stroma was a common 
finding and giant cells were usually 
present in the intradermal epithelioid 
type. 


Junctional With 
Predominantly Spindle Cells 


Of our cases of Spitz’s nevus, 74% 
were junctional nevi composed of 
spindle cells. 

These junctional nevi were charae- 
terized by epidermal hyperplasia, 
clefts between the nests of melano- 
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Fig 2.—Left, Sometimes after trauma to nevus of larg 
and epidermal hyperplasia is accentuated, as shown here (hematoxylin-eosin, original magnification x 34). 
Right, Higher power view of Fig 2, left, showing scale crust, irregular epidermal hyperplasia, and nests of 
spindle-shaped melanocytes within epidermis and dermis. Some of melanocytes are multinucleated (hematox- 
ylin-eosin, original magnification x 80). 
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Fig 3.—Left, Desmoplastic variant of nevus of large spindle 
and/or epithelioid cells showing spindle cells in haphazard array 
in upper part of dermis. Overlying epidermis is hyperplastic, as in 
dermatofibroma (hematoxylin-eosin, original magnification x 36). 
Right, Higher power view of Fig 3, left, showing isolated spindle 
and epithelioid cells in fibrotic dermis. Small nest of spindle cells 
may be seen at lower left corner (hematoxylin-eosin, original 
magnification x 300). 


Fig 4.—Left, This papillomatous compound epithelioid type of nevus of large spindle and/or epithelioid cells 
is unquestionably from young child because of general configuration of lesion, severe edema, prominent 
vasculature, and tendency of cuboidal nevus cells to separate one from another (hematoxylin-eosin, original 
magnification x 9). Right, "Acantholytic" cuboidal nevus cells, edematous stroma, and increased number of 
dilated vessels are all signs of nevus of large spindle and/or epithelioid cells in youngster (hematoxylin- 
eosin, original magnification x 36). 
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cytes and the surrounding epidermis, 
_ and varying degrees of inflammatory 
.. cell infiltration. Melanin was often 
present and sometimes was heavily 
deposited within the intraepidermal 
 melanocytes. 


Junctional With 
Predominantly Epithelioid Cells 


The junctional type nevus with 
epithelioid cells (2% of cases) had nests 
of cells at the dermoepidermal junc- 
tion. No mitotic figures were seen. 
The epidermis was thinned and, in 
. Some areas, the nests of melanocytes 
_ Were separated from keratinocytes by 
. clefts. Melanin was not present. 


Miscellaneous Nevi 
With Special Features 


— . A small number of lesions had 
.. Special features. Two types of lesions 
^... could be correlated with the ages of 
the patients. The lesions from pa- 
tients older than 30 years of age 
tended to be clinically flat or dome 
shaped, smooth, and firm. Histologi- 
cally, they often had fibrotic stromata 
and thick collagen bundles (Fig 3, 
left). Large spindle and epithelioid 
cells, or both, were found between the 
fibrotie collagen bundles, which were 
usually arranged as "schools of fish." 
Some of those cells had bizarre shapes, 
¿© abundant eosinophilic eytoplasms, and 
^. prominent nucleoli (Fig 3, right). 
.. Mitotie figures were occasionally 
<= found within them. Those lesions, 
= both clinically and microscopically, 
. resembled dermatofibromas. We call 
.them the "dermatofibromatous" or 
"desmoplastie" type of Spitz's nevus. 
.. Very young patients (younger than 
- 5 years of age) usually had lesions that 
.. clinically were sessile, orange-red, and 
. Soft, and resembled pyogenic granulo- 
. mas. Histologically, the epidermis was 
.papillate, and the dermis, which was 
papillomatous, usually contained nests 
of large cells (Fig 4, left and right). 
The papillary dermis was edematous 
and had many widely dilated blood 
vessels. Sometimes there are "spaces" 
not lined by endothelial cells) in 
which loosely arranged acantholytic 
-nevus cells appear to be floating. The 
cells, both in the epidermis and 
dermis, were large, spindle or epithe- 
ioid, sometimes in bizarre shapes, and 
-had abundant eosinophilic cytoplasm 
=- and hyperchromatie nucleoli. Mitotic 
— figures were usually found. 
=- In some of our specimens, large 
^ epithelioid cells were arranged in 
= several sharply demarcated round 
^ clusters and were densely packed 
throughout the dermis (Fig 5, left and 
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right). A lymphocytic infiltrate sur- 
rounded the aggregates. Little or no 








melanin was seen within the epithe- 
lioid cells in sections stained by hema- 
toxylin-eosin. Nests of epithelioid cells 
along the dermoepidermal junction 
indicated the melanocytic nature of 
these lesions that, at first sight, 
resembled the epithelioid tubercles of 
sarcoidosis. For that reason, we have 
termed these lesions the “granuloma- 
tous” type of Spitz’s nevus. 

In two junctional nevi with predom- 
inantly spindle cells, the epidermis 
was irregularly acanthotic and had 
narrow spaces at their dermal junc- 
tions. A dense band-like inflammato- 
ry cell infiltrate within the papillary 
dermis and obscuring the dermoepi- 
dermal junction contributed to the 
overall impression of a lichenoid 
inflammatory lesion. We therefore 
call these the lichenoid type of Spitz’s 
nevus because, with scanning magni- 
fication, they so closely resemble li- 
chen planus. 

Two nevi of large spindle and/or 
epithelioid cells had changes similar to 
those of other recurrent melanocytie 
nevi that had been partially excised.? 
As in the usual recurrent melanocytic 
nevi, the changes could be confused 
histologically with those of superfi- 
clally spreading malignant melanoma. 
The clues to the correct diagnosis are 
the sharp lateral demarcation of the 
intraepidermal melanocytic compo- 
nent, remnants in the dermis of the 
original melanocytic nevus, and the 
presence of a scar in the upper part of 
the dermis, which is a sign of previous 
surgery. 

Spitz’s nevi associated with a halo 
phenomenon were rare. We had two 
such cases, The lesions were slightly 
elevated above the skin surface, The 
epidermis was hyperplastic and nests 


of spindle and epithelioid cells were - 


present at the dermoepidermal junc- 
tion and in the upper part of the 
dermis. Some of the cells contained 
melanin; others had nuclei that were 
large and hyperchromatic. The most 
distinctive feature, however, was the 
presence of a dense lymphohistiocytie 
infiltrate intermixed with nevus cells 
throughout the lesion. Melanophages 
were also present, mainly at both 
sides of the lesion. 

t is important to emphasize that 
not all cells in a nevus of large spindle 
and/or epithelioid cells need be large, 
nor even most of them. Nearly always 
smaller nevus cells are present toward 
the base of the specimen. In every 
instance, however, some of the nevus 
cells are large. Only rarely are ordina- 
ry nevus cells present in the very same 








lesion as the large nevus cells of 
Spitz's nevus. . 


DIAGNOSTIC HISTOLOGICAL 
FEATURES OF NEVI 
OF LARGE SPINDLE 
AND/OR EPITHELIOID CELLS 


Some histological features are com- 
mon to all types of Spitz's nevi. Those 
that are absolutely essential to the 
diagnosis are listed as major features 
and those that are not crucial for 
diagnosis, but nevertheless frequent 
or suggestive findings, are listed as 
minor features. | 


Major Features 


Large Melanocytic Cells.—The pres- 
ence of large melanocytic cells is the 
feature that gives this nevus its 
distinetiveness and the reason we 
elected to term it "the nevus of large 
spindle and/or epithelioid cells." 

Spindle Cells and/or Epithelioid 
Cells.—The shape of the cells is among 
the most important features for 
differentiating these lesions from 
ordinary melanocytic nevi. There are 
only two shapes of cells in Spitz’s 
nevus, viz, spindle and epithelioid. 

Sharp Lateral Demarcation of the 
Nests of Intraepidermal Melanocytes.— 
The intraepidermal melanocytie com- 
ponent, ie, nests of melanocytes, is 
sharply demarcated laterally from the 
contiguous uninvolved epidermis (Fig 
1, left and right), unlike superficially 
spreading malignant melanoma, 
where nests of individual melanocytes 
are scattered along and above the 
dermoepidermal junction without 
sharp demarcation from the surround- 
ing epidermis. We consider this sharp 
circumscription to be a very important 
clue to the correct diagnosis of the 
nevus of large spindle and/or epithe- 
lioid cells. The sharp circumscription 
of the intraepidermal melanocytic 
component correlates well with the 
sharp definition of the lesion clinical- 
ly. 
Maturity of Cells.—The cells of the 
nevus in point deerease in size, becom- 
ing smaller and more like cells of 
ordinary melanocytie nevi as they 
progressively descend into the dermis 
(Fig 6, left and right). 

Rarity of Individual Melanocytes High 
Above the Basal Cell Layer.—"Buck- 
shot" is our term for the scattered, 
random presence of individual mela- 
nocytes throughout the epidermis, 
especially in the upper part, as is 
common in superficially spreading 
malignant melanoma.  Haphazard 
scatter of melanocytes occurs occa- 
sionally in the lower part of the 
epidermis in Spitz's nevi, but only 
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rarely in the upper part of the epider- 


. mis. When, on rare occasions, buck- 
shot-like melanocytes are distributed 
high in the epidermis (Fig 7, left and 
right), it still does not bespeak malig- 
nant melanoma in view of all of the 
other histological findings character- 
istic of Spitz's nevus. 


Minor Features 


à Telangiectasia.-Of our cases 62% 

7». had dilated blood vessels, more often 
in the upper part of the dermis (Fig 8, 
left and right). 

Inflammatory Cell Infiltrate.—A lym- 
phohistiocytic infiltrate was found in 
Əl% of our cases. It was generally 

-. patchy around blood vessels through- 
. out the dermal portion of the nevus 
— (Fig 9, left and right). Sometimes it 
was very dense and obscured many of 
the cells of the nevus. 
^. . Epidermal Hyperplasia.—In 51% of 
< - our cases, the epidermis showed some 
^. degree of hyperplasia that was psoria- 
<v siform, irregular, pseudocarcinoma- 
© tous, or papillate. The epidermis 
- always had some hyperplasia when 
=> there were nests of nevus cells at the 
^; junction and only rarely was there 
= hyperplasia in the wholly intradermal 
— types. In some lesions the epidermis 
_.. formed an embracing "collarette" at 
= the periphery of the dermal portion of 
<> the nevus. 
vo. Clefts.—A cleft is an artifact of 
preparation seen in many conditions, 
-;. such as basal cell carcinoma and kera- 
~~ tosis follicularis (Darier’s disease). 
Clefts were seen in 47% of the nevi of 
large spindle and/or epithelioid cells 
that we studied. They formed above 
nests of melanocytes at the dermoepi- 
‘dermal junction, separating them 
-from the surrounding epidermal kera- 
-tinocytes (Fig 10, left and right). 
. Giant Nevus Cells.—The giant cells 
found in nevi of large spindle and/or 
.epithelioid cells have features differ- 
-ent from those seen in ordinary mela- 
-nocytie nevi. They usually have four or 
five large nuclei; their eytoplasm is 
bundant and eosinophilic; their shape 
$ sometimes stellate. They bear little 
resemblance to giant cells of the 
"Touton-type seen in xanthogranulo- 
-mas because they lack foamy cyto- 
plasm. Gigantic cells (both mononu- 
“cleated and multinucleated) were 
“present in 38% of our eases. They were 
usually situated in the junctional 
region (Fig 6, right). The lesions that 
were composed largely of epithelioid 
- .eells were richest in giant nevus 
e celis. l 
¿> Fibrosis.—A fibrotie stroma is cited 
D» by many authors as evidence of 
regression in Spitz's nevi.^* Fibro- 
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“sis was present in 32% of our cases. 
Most were in patients older than 20 


years of age (Fig 3, left and right). 

Edematous Appearance.— What looks 
like edema is common in the upper 
part of the dermis of Spitz's nevi. It 
may be so intense that the nevus cells 
give the appearance of floating within 
it. This edematous appearance was 
present in 18% of our patients (Fig 4, 
left and right), almost all of whom 
were young children. 

Melanin.—Sparsity of melanin in 
this kind of nevus is a characteristic 
feature. Seventy percent of our cases 
laeked melanin completely, as judged 
by sections stained by hematoxylin- 
eosin. In 15% there were a few small 
deposits of melanin. In 1096 of the 
cases, most of the cells contained 
considerable amounts of pigment and 
in 5%, melanin was heavily depos- 
ited. 

Mitosis.— Mitotic figures were seen 
in variable numbers in 23% of our 
cases, with usually no more than two 
per high power field. 


CYTOLOGICAL FEATURES OF 
THE NEVUS OF LARGE SPINDLE 
AND/OR EPITHELIOID CELLS 
intermediary Aspects 


Some authors believe that there are 
intermediary cell types between the 
epithelioid and the spindle shaped.” 
We believe that the many ES 
through which a cell may be eut result 
in the variety of intermediary as- 
pects. 

The cells of the nevus of large spin- 
dle and/or epithelioid cells, no matter 
what the shape, are melanocytes even 
though they do not usually produce 
much melanin. This also applies to the 
mononucleated and multinucleated 
giant cells in the lesion. They contain 
large hyperchromatie nuclei, some 
strikingly atypical, and abundant cy- 
toplasms that are usually devoid of 
melanin (Fig 11, left and right). Some- 
times the multiple nuclei form a 
wreath but differ from Touton giant 
celis by the absence of foamy cyto- 
plasm. 


Electron Microscopy 


Eleetron mieroscopy of Spitz's nevi 
has shown that there are no qualita- 
tive ultrastructural differences be- 


tween these cells and those of ordina- 


ry melanocytic nevi. 

The relatively scant amount of 
pigment in the lesion is due to defi- 
cient melanization of individual cells, 
considerable lysosomal degradation of 
melanosome complexes, and scant dis- 
persion of premelanosomes. Though 
the cells of nevus of large spindle 





and/or — epithelioid cells synthesize 


numerous pigment organelles, the 
melanization of premelanosomes-is 
incomplete.” 

Electron microscopy confirms the 
impression that the clefts surrounding 
the junctional nests are the result of 
shrinkage, which is an artifact of 
tissue processing. The cells at the 
junctional level are actually in close 
contact with the adjacent keratino- 
cytes. Those in the dermis are sepa- 
rated from the connective tissue by a 
basement membrane. Occasional true 
or pseudoinclusions are present i in the 
nuclei of those cells. 


DIFFERENTIATION 
OF THE NEVUS 
OF LARGE SPINDLE AND/OR 
EPITHELIOID CELLS FROM 
SUPERFICIALLY SPREADING 
MALIGNANT MELANOMA 


Spitz’s nevus may closely resemble 
malignant melanoma, especially the 
superficially spreading type." 

We have attempted to establish 
criteria for differentiating the two 
conditions histologically (Table 4). 

Giant cells, regarded by Spitz in 
1948" as the only feature that could 
actually differentiate a "juvenile mel- 
anoma" from a true malignant mela- 
noma, do not deserve that much 
importance in our view. Giant cells are 
also found in ordinary melanocytie 
nevi and in malignant melanomas. 
Their presence, together with other 
features of the nevus of large spindle 
and/or epithelioid cells, helps in the 
diagnosis. Their absence in a lesion 
with eharacteristic features of Spitz's 
nevus in no way militates against the 
diagnosis. 

It is important to stress that in 
exceptional eases we are utterly una- 
ble to make a diagnosis of the nevus of 
large spindle and/or epithelioid cells 
or malignant melanoma with certain- 
ty. This is especially true when the 
lesion is well eireumseribed and nodu- 
lar or in lesions that only have been 
partially exeised, such as by the shave 
technique, and in which the lateral 
and deep margins cannot be assessed 
properly. 


OTHER ASPECTS 
BRIEFLY CONSIDERED 
Clinical Features 


The nevus of large spindle and/or 
epithelioid cells may appear first in 
childhood and persist into adulthood, 
or may develop later in life. A gradual 
increase in size may be noted during a 
period of years. Lesions in adults have 
been reported by | many au- 
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Fig 7.—Left and right, Melanocytes in nevus of large spindle and/or epithelioid cells are usually confined to lower half of 
epidermis but, episodically, some melanocytes may be found (both singly and in nests) at all levels of epidermis, including 
cornified layer, as shown here. This is Spitz's nevus, rather than malignant melanoma, because of elongated nests of 
melanocytes, clefts, irregular epidermal hyperplasia, hypergranulosis, and hyperkeratosis. Furthermore, although not 
pictured here, intraepidermal melanocytic component was sharply circumscribed laterally (left, hematoxylin-eosin, 


original magnification x 36; right, hematoxylin-eosin, original magnification x 90). 


thors.'51922:27.5955 There are four clini- 
cal forms of the nevus of large spindle 
and/or epithelioid cells??*: (1) Light 
and soft. It is usually pink or slightly 
pigmented, smooth, and may look like 
a pyogenic granuloma or hemangio- 
ma. (2) Light and hard. This form 
closely resembles a dermatofibroma 
or a small keloid. (3) Dark. This vari- 
ant is less common. The amount of 
pigment varies, but heavily pig- 
mented lesions are rare. (4) Multiple 
and agminated. Many cases of multi- 
ple closely set lesions have been 
enar ion Usually these 
multiple lesions arise on a cafe-au-lait 
spot,2*5*5 but sometimes the light 
tan patches appear later, after the 
onset of brownish-red papules." The 
papules also can arise over a hypopig- 
mented area.” 

Single lesions of the nevus of large 
spindle and/or epithelioid cells have 
been reported on the eyelid,” the 
conjunctiva,” the iris,” and the uvea."" 
There is a report of one on the 
tongue," but this case has been rein- 
terpreted by Allen and Kernen and 
L. V. Ackerman? as a malignant 
melanoma. 


Incidence 


The actual incidence of the nevus of 
large spindle and/or epithelioid cells is 
unknown. It has been variously esti- 
mated as “1 to 8% of all melanocytic 
nevi in children,"* "6 to 8% of surgi- 
cally removed nevi in children,"'* and 
“5 to 10% of surgically removed moles 
in childhood." Our impression is that 
the nevus of large spindle and/or 
epithelioid cells probably constitutes 
much less than 1% of all nevi in chil- 
dren. 
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Immunology 


Antibodies against the cytoplasms 
of cells of malignant melanomas have 
been found in patients with malig- 
nant melanomas and actively regress- 
ing halo nevi. Those antibodies were 
not found in any example of Spitz's 
nevus.” 


Treatment 


Conservative local excision is the 
treatment of choice for this benign 
lesion.'+?8-29-38-3°73 Recurrences have 
been noted if the lesion is not 
completely excised.'***7*** Some advo- 
cate excision for cosmetic pur- 
poses.*:* Others think it best to 
leave the nevus alone.**^*^* We believe 
that Spitz's nevus is wholly benign 
and therefore may be removed for the 
same reasons that ordinary melano- 
cytie nevi are removed or left alone. 


CRITIQUE OF 
PIVOTAL REPORTS 


Sophie Spitz is generally credited 
with defining, in 1948, the histological 
features of what we call the nevus of 
large spindle and/or epithelioid cells 
(and what we and others often refer to 
as Spitz's nevus) but, at that time, she 
thought it was a lesion in children that 
could not be differentiated histologi- 
cally from malignant melanoma. Spitz 
emphasized the importance of giant 
nevus cells for the diagnosis, a feature 
that we consider to be of minor impor- 
tance. 

In 1953, Allen and Spitz’ made a 
major contribution to the recognition 
of the histological distinctiveness of 
“juvenile melanoma” and its differen- 
tiation from malignant melanoma. 
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However, they thought that the nevus 
under consideration was always com- 
pound, whereas, in fact, it may often 
be situated wholly within the epider- 
mis or within the dermis. Further- 
more, they did not emphasize some 
aspects that we take to be of signal 
importance in the differentiation of 
this nevus from malignant melanoma, 
viz, the histological features at the 
periphery, such as sharp lateral 
circumscription of the intraepidermal 
melanocytie component and matura- 
tion of the nevus cells at the base of 
the lesion. 

Whereas Spitz? wrote in 1948 that 


juvenile melanoma could not be 


differentiated histologically from 
malignant melanoma, by 1952 Allen 
and Spitz wrote: “approximately two- 
thirds of the juvenile melanomas may 
be diagnosed for what they are entire- 
ly on the basis of their histologic 
features.” By 1959 Allen wrote: “juve- 
nile melanomas are sufficiently char- 
acteristic histologically to be recog- 
nized for what they are in just about 
all instances: that is to say they need 
not be confused with malignant mela- 
noma even in the absence of clinical 
data.” On the basis of our histological 
criteria, we also attest to the last 
statement of Allen, but qualify it in 
that a sufficient biopsy specimen that 
permits the pathologist to examine 
the lateral and deep margins of the 
lesion is required. 

Helwig," in 1954, underlined: “In 
the deeper areas the cells sometimes 
are smaller with uniform nuclei, 
giving the impression of maturation. 
This, of course, would be unlike the 


behavior of a malignant melanoma. 


and therefore useful in differentia- 
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Fig 8.—Left and right, Pink color of some large spindle and/or epithelioid cell nevi in children results, in large part, 
from widely dilated blood vessels and relative absence of melanin, as pictured here. This is compound epithelioid 
type of Spitz's nevus (left, hematoxylin-eosin, x9; right, hematoxylin-eosin, original magnification x 36). 


tion." While we agree with the impor- 
tance of maturation in differentiating 
the nevus of large spindle and/or 
epithelioid cells from malignant mela- 
noma, we disagree with other com- 
ments by Helwig about this nevus, 
such as "the base of the lesion shows 
poor delineation characteristic of the 
nevus," "it is common for these lesions 
to extend through the dermis into the 
upper subeutaneous tissue," and "only 
a minimal amount of inflammation is 
present unless there is ulceration of 
the surface." For us, the often promi- 
nent perivascular inflammatory cell 
infiltrate is an important feature of 
the nevus of large spindle and/or 
epithelioid cells. In none of our speci- 
mens in which subcutaneous fat was 
present were nevus cells seen to 
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extend into it. 

McWhorter and Woolner,? also in 
1954, correctly stressed the large size 
of the cells in juvenile melanoma. 
They wrote: "Perhaps the most impor- 
tant single feature of this group of 
tumors is the large size of the cells. 
This feature, more than any other, 
sets these lesions apart from the 
common pigmented nevus." However, 
these authors studied only 11 juvenile 
melanomas in a series of 172 pig- 
mented lesions in children and errone- 
ously concluded that the nevus of 
“Spitz makes up approximately 5-10% 
of surgically removed moles of child- 
hood.” The actual incidence of Spitz’s 
nevi in our experience is much less 
than 1% of all melanocytic nevi. 

Kernen and L. V. Ackerman," in 


1960, emphasized the two cell types 
that constituted what they proposed 
to call "spindle cell nevi and epithe- 
lioid cell nevi." They also noted that 
the deep border of these nevi was 
sharply delimited from the subjacent 
connective tissue and that the nevus 
cells at the base of the lesion tended to 
push rather than infiltrate the stroma. 
We disagree, however, with two of 
their observations concerning differ- 
entiation of the nevus of large spindle 
and/or epithelioid cells from malig- 
nant melanoma, viz, that cytological 
features, such as pleomorphic nuclei, 
large nucleoli, and mitotic figures, are 
useful clues to the identification of 
malignant melanoma, and that matu- 
ration of nevus cells is uncommon in 
Spitz's nevi and therefore not a help- 
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Fig 9.—Left and right, In nevus of large spindle and/or epithelioid cells shown here, predominantly lymphocytic infiltrate is 
present around vessels throughout lesion, whereas in malignant melanomas, infiltrate is usually present beneath 
neoplasm (left, hematoxylin-eosin, original magnification x 9; right, hematoxylin-eosin, original magnification x 36). 
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Fig 10.—Left, Compound type of nevus of large spindle and/or epithelioid cells showing elongated nests of 
spindle-shaped melanocytes within epidermis and in dermis. Note clefts between intraepidermal nests of 
melanocytes and surrounding keratinocytes, irregular epidermal hyperplasia, hypergranulosis, and hyperkeratosis 
(hematoxylin-eosin, original magnification x 30). Right, Higher power view of Fig 10, left, showing to better 
advantage elongated nests of melanocytes, clefts, epidermal hyperplasia, hypergranulosis, and hyperkeratosis 
(hematoxylin-eosin, original magnification X 90). 





Fig 11.—Left, Compound type of Spitz’s nevus demonstrating 
maturation of nevus cells as they descend progressively into 
dermis. Note large cuboidal nevus cells in upper part of dermis 
and relatively small spindle cells in lower part (hematoxylin-eosin, 
original magnification X 9). Right, Closer look at nevus cells in 
upper part of dermis in Fig 11, left, showing them to be strikingly 
atypical cuboidal cells. Many nevus cells are multinucleated 
(hematoxylin-eosin, original magnification x 300). 
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. Table 4.—Criteria for Differentiating Nevus and Spreading Malignant Melanoma 


Nevus of Large Spindie and/or 
Epithelioid Cells 


Sharp lateral demarcation of intraepidermal 
melanocytic component 


No or rare melanocytes in mid or upper 
epidermis 


Melanocytic nests relatively similar in size 
and shape and well demarcated 


Sharp circumscription of intraepidermal 
nests, often with cleavage from 
surrounding keratinocytes 


Melanocytes undergo maturation (decrease 
in size) with descent into dermis 


Large spindle and/or epithelioid 
— melanocytes 
inflammatory cell infiltrate patchy and 
| throughout melanocytic component 
= Melanocytes side by side usually similar 


- Epidermal hyperplasia often severe 
No or rare extension into subcutaneous fat 


. ful differential feature. 
.. In a recently published retrospec- 
tive study of 23 malignant melanomas 
-in children that metastasized, Helwig 
. noted that most of the primary lesions 
. had the same histological features as 
: malignant melanomas in adults, but in 
“his opinion some lesions tended to 
have the cytologieal appearance and 
pattern of a spindle and epithelioid 
cell nevus.“ The exact number of cases 
that had these features was not given, 
the histology of each case was not 
"described, and photomierographs of 
-only one such lesion were included, so 
that no firm conclusions can be drawn. 
These 23 cases of Helwig may repre- 
sent peculiar types of malignant mela- 
‘noma in children, but the possibility 
also exists that they represent the 
development of malignant melanoma 
within a preexisting nevus of large 
pindle and/or epithelioid cells. In 
that rare event, malignant melanoma 
Should be considered a supervention 
rather than an inherent biologic prop- 
erty of these nevi. 
. We find several points of disagree- 
ment with the recent article by 
Weedon and Little." They found no 
notable histological differences be- 
tween Spitz’s nevus in children and in 
adults, whereas we believe that those 
characterized by papillomatosis, se- 
vere edema of the papillary dermis, 
striking telangiectases, little melanin, 
mostly epithelioid nevus cells, and 
‘acantholytie” nevus cells are from 
young children, whereas desmoplastic 
< intradermal types of Spitz’s nevi are 
<.: from adults. Weedon and Little saw 


~~ no noteworthy differences in fibrosis 


a between the nevi in children and 
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Superficially “Spreading Malignant Melano- 


ma 


Poor circumscription of intraepidermal 


component with horizontal extension of 
individual melanocytes 


Increased number of melanocytes, both 


singly and in nests, often high above basal 
layer 


Considerable variation in size and shape of 


melanocytic nests and confluence of 
melanocytic nests 


Rare cleavage around poorly circumscribed 


melanocytic nests 


Absence of maturation of melanocytes with 


descent into dermis 


Pagetoid melanocytes 


inflammatory cell infiltrate band-like beneath 


melanocytic component 


Melanocytes side by side often considerably 


pleomorphic 


Epidermal hyperplasia unusual 
May extend into subcutaneous fat 


adults. They found no meaningful 
pattern of distribution of inflammato- 
ry cells, whereas for us, the often 
moderately dense mononuclear cell 
infiltrate around blood vessels 
throughout the nevus is a common and 
distinctive feature of Spitz’s nevus. To 
Weedon and Little, giant cells may be 
helpful in suggesting the diagnosis of 
this peculiar nevus; to us they are not 
a major criterion for diagnosis. For 
them, nuclear changes, eg, hyperchro- 
matism and coarse chromatin, are 
clues to what they call spindle and 
epithelioid cell nevus, whereas to us 
the nuclear changes are of little 
importance. They found an ordinary 
nevus cell component (combined ne- 
vus) in 15% of their lesions, whereas 
we practically never did. They noted 
"artefactual  pseudovaseular inva- 
sion"; we did not. 


CONCLUSION 


Much has been written about the 
lesion we propose to call the nevus of 
large spindle and/or epithelioid cells 
and much has been added to the origi- 
nal observation of Sophie Spitz. Crite- 
ria for accurate histological diagnosis 
of this nevus now exist. However, a 
diffieult lesion occasionally brings one 
to the same worrisome situation as 
that which confounded Darier and 
Civatte in 1910, viz, is it a nevus or a 
malignant melanoma? 
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Three days will be spent on the 
Current use of laser surgery in the 
treatment of many diseases en- 


. and the surgical subspecialist. 


TOPICS - 

Argon. Laser Treatment of Port 
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nursing home patients, their families; and the nursing home 
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Medical Director in the Long-Term Care Facility is the 
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The Table of Contents includes: 


* Doctor's Role in the Nursing Home 

e Medical Direction in Long-Term Care Facilities 

* Role Relationships of the Medical Director 

e The Role of the Physician in Long-Term Care 
Facilities—The Administrator s Viewpoint 

e Federal Regulations and Proposed Duties for the 
Medical Director in the Skilled Nursing Facility 

e The Nursing Home's Medical Director— 
A New Breed of Mentor 


The Medical Director in the Long-Term Care Facility 
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Take a close look at 


New, improved cream formula 

‘Contains no parabens 

-Cordran in “solution” for optimal availability* 
-Vanishing-cream base 

-Nonstaining and nongreasy 


Cream Cordran® SP 


flurandrenolide 


Brief Summary. Consult the package literature for prescribing information. 
Description: Cordran is a potent corticosteroid intended for topical use. 

Each gm of Cream Cordran SP contains 0.5 mg (0.05 percent) or 0.25 
mg (0.025 percent) flurandrenolide in an emulsified base composed of 
stearic acid, cetyl alcohol, mineral oil, polyoxyl 40 stearate, propylene 
glycol, sodium citrate, citric acid, and purified water. 

Actions: Cordran is primarily effective because of its anti-inflammatory, 
antipruritic, and vasoconstrictive actions. 

Indications: For relief of the inflammatory manifestations of 
corticostervid-responsive dermatoses. 

Contraindications: Topical corticosteroids are contraindicated in patients 
with a history of hypersensitivity to any of the components of these 
preparations. 

Precautions: If irritation develops, the product should be discontinued 
and appropriate therapy instituted. 

In the presence of an infection, an appropriate antifungal or 
antibacterial agent should be used. If a favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infection 
has been adequately controlled. 

if extensive areas are treated or if the occlusive technique is used, 
there will be increased systemic absorption of the corticosteroid, and 
suitable precautions should be taken, particularly in children and infants. 

Although topical corticosteroids have not been reported to have an 


*Clinical significance undetermined. 


adverse effect on human pregnancy, the safety of their use on pregnant 
women has not been absolutely established. In laboratory animals, 
increases in incidence of fetal abnormalities have been associated with 
exposure of gestating females to topical corticosteroids, in some cases at 
rather low dosage levels. Therefore, drugs of this class should not be used 
extensively, in large amounts, or for prolonged periods of time on 
pregnant patients. 

This product is not for ophthalmic use. 

Adverse Reactions: The following local adverse reactions have been 
reported with topical corticosteroid formulations: acneform eruptions, 
allergic contact dermatitis, burning, dryness, folliculitis, hypertrichosis, 
hypopigmentation, irritation, itching, perioral dermatitis. 

The following may occur more frequently with occlusive dressings: 
maceration of the skin, miliaria, secondary infection, skin atrophy, striae. 
Administration and Dosage: For moist lesions, a small quantity of the 
cream should be rubbed gently into the affected areas two or three 
times a day. 


Additional information available to the profession on request. 


Dista Products Company 
Division of Eli Lilly and Company 
indianapolis, Indiana 46206 
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0/3/68— The typical inflammatory 
esponse appeared promptly, and 
reatment was discontinued after four 
veeks when gross examination indi- 
sated that no further malignancy was 


yresent. 
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12/19/68— Complete healing, with 3/13/73— Follow-up examination 
excellent cosmetic results, had oc- more than four years after discon- 
curred within the ten weeks following tinuation of therapy indicated no re- 
termination of therapy. Biopsy re- currence of malignancy. Cosmetic 
vealed no further evidence of malig- results with Efudex (fluorouracil) 5% 
nancy. Cream were acceptable. 


Efudex (fluorouracil) 59o Cream 


E effective topical therapy for multiple lesions 
or difficult treatment sites 
However, conventional methods are preferred for 
single lesions or those in easily accessible locations. 

ll cosmetically desirable final results, with 
minimal if any scarring 
Patients should be told that the lesion, and possibly 
some of the surrounding skin, may become 
temporarily inflamed during therapy. 

ll a proven cytotoxic agent, with no systemic 
toxicity when used properly 

E b.i.d. application is convenient and 
economical for your patient 
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Now, after 15 years' laboratory 
and clinical research, a major 
improvement in benzoyl peroxide 
therapy for acne... 


NEW 
MICROCGEL Formula 


BENZAGEL 


(5% or 10% benzoyl peroxide gel) 





“Micronized” Benzoyl Peroxide 


provides a more uniform dispersion of 
medication throughout base, for enhanced 
efficacy without “hot spots” 


High-Moisture/Low-Alcohol Base 


provides a better deposition of benzoyl 
peroxide on the skin, for a smoother, more even 
application 


from 


The Originators of 
Benzoyl Peroxide Therapy for Acne 










trikes an optimum 
balance between 
comedolytic 
effectiveness 
and patient 
acceptance 





e Pleasant cooli 


e Less erythema, d 


Formulated for supe r 


Prescribe...5 and ' ; 
Description: 5% or 10% benzoyl peroxide ) Only. Not for ophthalmic use. 
940, 14% alcohol, sodium hydroxide, di nucosae. Very fair individuals should 


nate, alkyl polyglycol ether, fragrance 
Action: Provides drying, desquamativi 
Indication: An aid in the treatment of : n: : 1 

Dosage and Administration: Wash afe | ‘ior to applica- . aution: Fe eral law prohibits dispensing without prescription. 
tion. Apply sparingly one or more times? lirec AUS 3 uy E 

by physician. 
Contraindications: Should not be used by p: 
sensitivity to benzoyl peroxide or any of the 
this preparation. 


tion at bedtime allowing overnight 
ed fabrics. Keep this and all other 


sapest Tor tre care or dry, 
or premature aging 


or wrinkled skin... 
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Presidential Address: 
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The Histology of Pseudocyst of the Auricle: R P mblance and Possible 


Relation to Cauliflower Ear | 
DkBORAH S. MENDELSON, MD (by invitation), HERBERT Z. LUND, 
MD | 

Three cases of pseudocyst of the auricle were studied. All three 
occurred in men, 23, 25, and 42 years of age, who had a two-week to 
seven-month history of a solitary nodule of the antihelix. Initially, 
the lesion was tender and slightly fluctuant, but progressed to a 
firm, asymptomatie nodule that was stable in size after the first 
several weeks, The clinical impressions of these nodules varied 
from a sebaceous cyst to a fibroma. The microseopie findings 
inelude separation of the normal-appearing superficial and deep 


portions of the auricular cartilage by a broad band of eosinophilie 
and homogeneous material. Within this hyalinized band in the - 
midportion of cartilage, there are multiple dilated cystic spaces. 


and scattered chondroblasts and fibroblasts. The histologie simi- 
larity of auricular pseudocysts to "cauliflower ear" suggests a 
traumatic origin, although no clear history of trauma was obtained 
in our cases. | 


Trichilemmal Horn: Cutaneous Horn Showing Trichilemmal Keratini- 
zation | 7 E | 








were on the scalp, and, in one, the. 
duration was two years. Histologically, 
with a protrusion of massive hori 
at the base. This tumor, * ; 
must be differentiated from other le 





mmal keratinization 
trichilemmal horn,” 
t show trichilemmal 
richilemmal cyst, 
3 horns, including 













MD 
The early (two-hour) histologic characteristics of petechiae, 
produced by a positive Rumpel-Leede (Hess’) test for capillary 
fragility, was studied in 15 patients with diagnoses. of purpura 
simplex (11 cases) or leukocytoclastic vasculitis (four cases). In 
addition to focal hemorrhage in the upper dermis, the characteris- 
tic lesion consisted of a perivascular lymphocytic infiltrate, focal 
areas of liquefaction (hydropic) degeneration of the basal cell 
layer, and focal epidermal invasion by lymphocytes and erythro- 
cytes. In none of the cases did we find a polymorphonuclear 
infiltrate or “nuclear dust.” Inflammatory lymphocytic papillary 
and epidermal lesions histopathologically resemble lichenoid and 
parapsoriatic dermatitis. These early findings in mechanically 
produced lesions indicate that the lymphocyte may be a primary 
inflammatory cell in some vascular inflammatory lesions. 


Skin Lesions and Arthritis Associated With Ileojejunal Shunt Surgery: 
A Possible Peptidoglycan Antigen Disease 
P. Haines ELY, MD (by invitation) 

After ileojejunal shunt surgery for the treatment of morbid 
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1atopat iology 


obesity, erythematous papules and vesicles associated with poly 
ticular arthritis develop in patients. The lesions clinically ran 
appearance from indurated papules that resemble inseet bit 

necrotic vesicles that resemble the lesions of gonocoecemia. S 
biopsy findings from ten such patients were presented. Bott 


Early Diagnosis of N 
Diagnosis of the 
JorGE L. SANCHI 
MD | 


Schools of Medicine at the University of Puerto Ric 
York University. Ninety biopsy specimens were obt 
those 50 patients. Of these, 39 biopsy specimens eame from 
lesions, 37 from plaques, and 14 from nodules. We concluded 
basis of this study that the pateh stage of mycosis fung 
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ngoides — demi 
oR, MD (by invitation), Norman M. PRICE, 
y; ALvin J. Cox, MD; Ricuanp T. Horre, MD 


Subcutaneous Mycosis Fun 
MICHAEL S. Proctor, MD (b 
CHB (by invitation 
invitation) : | 

Subeutaneous nodules developed in six patients with mycos 
fungoides, previously treated with electron beam therapy. C 
eally, these lesions were thought to be epidermoid cysts or lipom 
but, on biopsy specimens, were discovered to be subcutane 
infiltrates, four of which were diagnosed as mycosis fungoides 
The other two specimens showed only a nonspecific subcutan 
infiltrate. There is no ready explanation for the appearance 
these lesions, but it is speculated that they may be the resul 
inadequate penetration of the electron beam to the depth at w 
some atypical cells may originally have been located. Unusi 
subcutaneous nodules that develop in patients with myco: 














American Society of Dermatopathology 1831 





fungoides should be fully investigated so that Appropriate and 
adequate therapy may be started, 


Differential Diagnosis of Malignant and Benign Cutaneous Lymphoid 
Infiltrates 
Harry L. Evans, MD (by invitation); RICHARD K. WINKELMANN, 
MD; PETER M. Banks, MD (by invitation) 
`- Clinical and histopathologic findings were reviewed in 59 cases 
in which there had been a diagnosis or suspicion of malignant 
lymphoma in the skin. Patients were included only if (1) extracu- 
taneous tissue, satisfactory for lymphoma classification, was 
available, or (2) there was no evidence of extracutaneous involve- 
ment after a minimum of five years. It was found that a definite 
diagnosis of malignant lymphoma (other than mycosis fungoides) 
could be made in the skin when three criteria were fulfilled: (1) 
elusive presence or marked preponderance of medium-sized or 


larger lymphocytes, (2) absence of preferential involvement of the 
upper dermis, and (3) absence of extensive epidermal infiltration. 
These criteria were met in 21 cases of lymphoma. Lymphoid | 





hibited at least one of the three following findi 





‘oups of small and large lymphocytes. Aside from the two cases 
‘mycosis fungoides and one of small lymphocytic lymphoma that 


showed deep subcutaneous extension, the remaining cases (13. 
alignant and ten. benign) could not be reliably differentiated 


id were thus considered histologically indeterminate, 


Skin Involvement in Hodgkin' s Disease | 
. LESLIE SMITH, JR, MD, James J. BUTLER, MD (by invitation) 
Nine patients with skin involvement were among 1,810 patients 
were treated for Hodgkin’s disease at the University of Texas 
. Anderson Hospital and Tumor Institute from 1944 to 1977 
incidence of 0.5%). The skin of the chest ` was the most common 
of involvement. (four patients), While one patient each had 
lvement of the right anterior thigh, left flank, anterior 
minal wall, and. scalp, the ninth patient had multiple lesions 
that were distributed over the back, shoulders, and chest. Skin 
volvement was manifested initially by the appearance of small, 
ddish papules or nodules, which with continued growth, tended 




















to become ulcerated. Five of nine patients had skin involvement in - 


areas immediately distal to lymph nodes that contained tumor or 


the site from which tumor-containing lymph nodes had been 


sected. Our observations support the concept that skin i is most 
ten involved by retrograde lymphatic spread from diseased 
mph nodes. As determined from lymph nodes, Hodgkin' s disease 
ight patients was of the nodular-sclerosing. type;one was of 
xed cellularity. The skin lesions of three of the patients was 
fficiently characteristic to be histologically classified as being of 
e nodular-sclerosing type. The lesions of the remaining six 
patients were diagnostic of Hodgkin's disease, but could not be 
belassified on the basis of the skin biopsy specimen alone. Two 
tients, whose lymph nodes were diagnostic of Hodgkin's disease, 
d skin lesions in which no Reed-Sternberg cells were present but 
which mononuclear cells with large nucleoli were present in the 
stologic background of Hodgkin' s disease. In such a clinicopatho- 
rie setting, it is thought that an interpretation of skin involve- 
ont can be justified without characteristic Reed-Sternberg cells. 
six of the nine patients died within six months after the diagnosis 
| skin involvement. Two survived 13 and 24 months, respectively. 
in involvement, in general, indicates a poor prognosis. 
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in lymphoma: (1) germinal. centers, (2). marked paucity . of. 
edium-sized lymphocytes in. comparison. with both small and - 
rge lymphocytes, and (3) sharp margination between adjacent 


| electron Tien 


Hepatopathy in Erythropoietic Protoporphyria 
D. M. MacDonatp, MA, MB, MRCP (by invitation) 

The importance of serious liver disease in erythropoietic proto- 
porphyria (EPP) has been slow to gain prominence, and the belief 
persists that hepatic lesions occur only in the exceptional case. 
This impression may well be false and is undoubtedly due to the 
frequent absence of clinical evidence of hepatic disease until the 
disease has reached an advanced stage. Light, fluorescence, polar- 
ization, and electron microscopic changes have been studied in the 
liver of three patients with EPP. In case 1, there was micronodular 
cirrhosis with. disruption of normal liver architecture and moder- 
ate bile duct proliferation. Fluorescence microscopy showed tran- 
sitory red protoporphyrin fluorescence throughout the sections. 
Dramatic birefringence of the pigment material with characteris- 


- tic Maltese cross patterns was seen on polarization mieroscopy. In 


case 2, the liver architecture was essentially normal, although 
there was mild periportal fibrosis and mononuclear cell infiltrate. 


As in ease 1, brown pigment was readily visible in hepatocytes, 


: . » ¢analiculi, and Kupffer cells either as clumps or fine granules, and 
hyperp mela aes oi nid 2 Ed e Sd B. ap ibn of ^. fluorescence and polarization microscopy disclosed an appearance 
Ymg er d UE E Oey: eee OE CIoeB i - similar to that in case 1. While no histologic abnormality nor any 


pigment deposition could be detected on light mieroscopy of tissue 


from ease 3, with electron microscopy, signs of cytolysis were 


evident in some hepatocytes in all cases, More than 25% of patients 
with EPP show some light microscopic changes of the. hepatie 
damage in the absence of clinical evidence. Case 3 indicates that 
protoporphyrin deposition oceurs without being apparent by 
conventional histology. Death from. protoporphyrie liver disease 
frequently follows rapidly after the first appearance of biochemi- 


. eal evidence of hepatic dysfunction. Since cholestyramine resin 


treatment ean remove protoporphyrin from the liver, clinicians 
need to deteet the early hepatie lesions by liver biopsy specimen, 


and pathologists should be acquainted | with the characteristie 


histologic findings that may be reliably detected by light and 







Lucio’ s E A Compa ti opik Study 
T. H. Rea, MD (by invitation: Des RIDLEY, MD (by invitation) 
We compared tissu e sections of 11 patients who had Lucio's 
phenomenon (LP) with. 12 patients who had erythema nodosum 
leprosum (ENL). Lueio's phenomenon could be distinguished from 
ENL by ischemic epithelial necrosis (nine of 11 in LP, none of 12 in 
ENL), necrosis of walls of superficial vessels (eight of 11 in LP, 
none of 12 in ENL) and : severe, focal endothelial proliferation of 
mid-derma! vessels: (ten of 11 in LP, one of 12 in ENL). Fürther- 
more, LP occurred in the absence of. well-developed derma! 
granulomas, but ENL did not. Neutrophilie: infiltration was also 
much less intense in LP- than in ENL. In. LP, large numbers of. 
acid-fast bacilli (AFB) were found in evidently normal and in 
proliferating endothelial cells. The pathogenesis of LP appears to 
be in two steps: (1) heavy parasitization of endothelial cells by 
AFB, and (2) marked. proliferation of endothelial cells. A nadir of 











host resistance reasonably accounts for both heavy parasitization - 


of endothelium, leading eventually to LP, and the other features of 


. diffuse non-nodular lepromatous leprosy, thus offering an expla- 


nation for the restriction of LP to patients with diffuse, non- 
nodular lepromatous Epron | | 


Chronic Cutaneous Graft-vs-Host Disease 
Howarp M. SuULMAN, MD (by invitation); Berry GaLLUcCI, RN, 
PuD (by invitation); GEORGE E. SaLE, MD (by invitation); KEITH 
M. SuLLIvVAN, MD (by invitation); MAN-SO Tso1, MD (by invita- 
tion) 

Clinicopathologie data, based on 80 skin Biopsie and seven 


| American Society of Dermatopathology — D : 


autopsies from 40 patients, have shown that chronie graft-vs-host 
disease (GVHD) occurs in 25% of patients without a preceding 
history of acute GVHD, and, in 15% of patients, is triggered by sun 
exposure or certain antibiotics. Two cutaneous types were distin- 
guished. The type with generalized involvement. (80%) pursued a 
biphasic and usually progressive course with malar flush, dyspig- 
mentation, papulosquamous plaques, desquamation, cheilitis, oral 
mucositis, onycholysis, and sicca syndrome. The epidermis showed 
orthokeratosis and parakeratosis with acanthosis and a lichenoid 
reaction. The dermis showed loose lymphoplasmacytic infiltrates 
about vessels, nerves, eccrine units, and the subeutis. In the late 
stage, there was poikiloderma, sclerosis, hidebound skin with 
contractures, and wasting with epidermal atrophy and dense 
dermal and subeutaneous fibrosis without inflammation. A related 
immunofluorescence study showed deposits of IgM and C3 along 


the dermal-epidermal junction in the generalized type. The local-. 


ized type appeared as geographic zones or clusters of dyspigmen- 


tation, sometimes with induration showing mild basal vacuoliza- ps | 
tion, epidermal inflammation, and focal deep: dermal fibrosis "m 


mild syringitis. The outcome was more variable but ofte 


progressed to loeal sclerosis that resembled the late beso | 


type. Chronie eutaneous GVHD is composed of several different 
syndromes that resemble and overlap several collagen-vascular 
diseases. 


Multiple Congenital Myofibroblastic Hamartomas (Congenital Gener- 
alized Fibromatosis) of Infancy: Ultrastructural and Immunofluores- 
cent Studies 
SANFORD P. BENJAMIN, MD (by. invitation); RonEnT D. MERCER, MD 
(by invitation); WILLIAM A. Hawk, MD (by. invitation); WiLMA F. 
 BEnGFELD, MD 

Subcutaneous nodules from a newborn male infant with “multi- 
ple fibromatosis," involving the hand, neck, trunk, and all four 
extremities, were studied by light microscopy, transmission elec- 
tron microscopy, and immunofluorescent techniques. Light 
microscopy suggested a hamartomatous. process with fibroblastic, 
adipose, vasoformative, apparent. th muscle components. 
The principal cell population combi néd dtrastruetural characteris- 
tics of both fibroblasts and smooth muscle. cells. Immunofluores- 
cent studies showed binding of human antismooth muscle anti- 
body to the cytoplasm of. the spindle. ell population of = 
Kt. to fibroblasts of the overlyi 
uninvolved skin. The ultrastructural and immunofluorescent ied 
ies disclosed the previously undescribed fact that fibrous hamar- 
. toma of infancy is principally a proliferation of myofibroblasts. At 
 theageof8 months, there was complete spontaneous regression of 
all subcutaneous nodules, not previously altered by excisional 
biopsy. The authors conclude that myofibroblasts are fibrocontrac- 
tile cells that play a role in shrinkage and eventual disappearance 
of these subdermal hamartomas. 











Hereditary Mucoepithelial Dysplasia: A Disease of Gap Janeon and 
Desmosome Formation 
C. J. Wrrkop, Jr, DDS, MD; J. G. WHITE, DDS (by invitation Re A. 
Kine, DDS (by invitation); M. . V. Dag, DDS (by invitation); W.G. 
YouNc, DDS (by invitation); J. J. SAUK, JR, DDS (by invitation) 
We describe a previously unrecognized autosomal dominantly 
inherited syndrome, affecting oral, nasal, vaginal, urethral, anal, 
bladder, and conjunctival mucosa with cataracts, follicular kerato- 
sis, nonscarring alopecia, and terminal lung’ disease, in four 
generations of a kindred of German extraction. Histologically, the 
mucosal epithelium showed dyshesion, thinning of the epithelial 
layer, and dyskeratosis. Mucosal smears that were prepared by 
seraping the oral cavity showed lack of epithelial maturation, 
- eytoplasmic vacuoles and inclusions, and individual cell dyskerato- 
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ceste and adrenal gland (one case). Thirteen of the patients had 

metastatic lesions that involved only one organ system. Mean ti 
of survival after metastasis was 1.6 years. Features of metatypie, 

and recurrent tumors. Metastatic lesions generally had a metat 


The metatypical pattern of a basal cell carcinoma is a feature of 
aggressive lesion with the ability to metastasize. 


Spindle Cell and Epithelioid Cell. 


' James H. GRAHAM, MD 


patients who were more than 30 years old. Lesions wi 





sis. There was a histochemical lack of cornification and keratini- 
zation. Ultrastructural studies showed a lack of keratohyal 
granules, a paucity of desmosomes, intercellular accumulation 
cytoplasmic vacuolization, and formation of strands and ager 
gates of filamentous fibers and structures in the cytoplasm that 
resemble desmosomes and gap junctions. The condition was 
probably a panepithelial cell defect of desmosomal and. gap 
junction structure. 


Metastatic Basal Cell Carcinoma 
EvaN R. FARMER, MD (by invitation), ELSON B. HELWIG, MD 
Basal cell carcinoma is a common cutaneous neoplasm - that 
rarely metastasizes. We studied the clinical and. -pathologic 
features of 17 patients with metastatic basal cell carcinoma fr 
the files of the Armed Forces Institute of Pathology. Sixteen of 
the patients were male, and all were white. The most frequent: 
of metastasis was to the lung (nine cases), followed by bone (fiv 
cases), lymph nodes (four cases), liver (three cases), spleen (or 


(basosquamous) basal cell carcinoma were common in the primai 


ical or adenoid pattern. Two of the five bony. metastases demo 
strated shadow cells that were characteristic of pilomatrix 





Nevi: A Clinicopathologic Stud 
Ronan J. Barr, MD; Ray Victor Moraes, MD (by. invitatior 


Spindle cell and epithelioid cell. nevi continue to trouble tl 
pathologist. More than 70 cases that were collected during the p 
eight years were reviewed. Approximately 25% occ 


distributed but spared the. Ims and soles. Ab 





confusion can arise. Tack of aniden invasion may rely diff 
entiate atypical epithelioid nev: uper: ig mal 
nant melanoma. Spindle cell variants 1 may mimic acral lentigi 

or lentigo maligna melanoma, but \dequate biopsy specimens an 
appropriate clinical features | usu: lly allow distinction. | 





















Lichen Planus-like Keratosis 
RICHARD J. HELFMAN, MD. | 

The previously described dlitiicopáthologie: entity of lichen "e 

us-like keratosis will be reviewed. Fifteen new cases will b 
presented with clinical photographs of the different kinds of 
lesions that are seen in practice, their location, and relation to su 
exposure. Five morphologie classifieations will be proposed wit 
photomicrographs of each type: vesiculobullous, hypertrophie, 
atrophic, acanthotie, and verrucous. Associated atypia will b 
discussed. New positive direct immunofluorescent findings at the 
basement membrane zone and papillary dermis are compared wit 
the typieal findings that are seen in lichen planus, and speculatio 
with regard to possible cause is to be discussed. A brief precau- 
tionary differential diagnosis is offered with clinical and micr 
scopie slides of Bowen's disease, actinic cheilitis, leukoplakia, and 
lichen planus-like photodermatitis. 
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E sh '"Spansule' capsule contains trimeprazine : 

e equivalent to 5 mg. of trimeprazine. 


with ‘Temaril’. There have been occasional reports of sudden 
ents receiving phenothiazine derivatives chronically.) Drowsiness, 
dal reactions (opisthotonos, dystonia, akathisia, dyskinesia, parkin- 
3m), particularly with high doses, hyperreflexia in newborn (when used dur- 
ing pregnancy), dizziness, headache, lassitude, tinnitus, incoordination, fa- 
tigue, blurred vision, euphoria, diplopia, nervousness, insomnia, tremors and 
grand mal seizures, excitation, catatonic-like states, neuritis and hysteria, 
Viel be crises, disturbing dreams/nightmares, pseudoschizophrenia, 
intensification and prolongation of action of C.N.S. depressants, atropine, heat, 
organophosphorus insecticides. 


Also postural hypotension, reflex tachycardia, bradycardia, faintness, cardiac 
‘arrest, ECG changes, anorexia, nausea, vomiting, epigastric distress, diarrhea, 
constipation, dry mouth, increased appetite and weight gain, urinary frequency 
and dysuria, urinary retention, early menses, induced lactation, gynecomastia, 
decreased libido, inhibition of ejaculation, false positive pregnancy tests, 
thickening of bronchial secretions, tightness of chest, wheezing, nasal stuffi- 
ness, urticaria, dermatitis, asthma, laryngeal edema, angioneurotic edema, 
photosensitivity, lupus erythematosus-like syndrome, anaphylactoid reactions, 
leukopenia, agranulocytosis, pancytopenia, hemolytic anemia, elevation of 
plasma cholesterol levels, thrombocytopenic purpura, jaundice, erythema, pe- 
ripheral edema, stomatitis, high or prolonged glucose tolerance curves, gly- 
cosuria, elevated spinal fluid proteins, reversed epinephrine effects. 
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longed phenothiazine administration at high dosage, the following — 
lave occurred: skin pigmentation, ocular changes (the appearance of len- 
ticular and cornea! opacities, epithelial keratopathies, pigmentary retinopathy). 

Vision may be impaired. l 


Drug Interactions: MAO inhibitors and thiazide diuretics prolong and intensify 
anticholinergic eff . Combined use of MAO inhibitors and phenothiazines 
may result in hyperf&nsion anc extrapyramidal reactions. Phenothiazines- po- 
tentiate C.N.S. depressant and analgesic effects of narcotics. Phenothiazine 
eode ed be potentiated by oral contraceptives, progesterone, reserpine, 
nylidrin HCI. 


Supplied: 'Spansule' capsules — in bottles of 5C. Syrup — Each 5 ml. tea- 
spoonful contains trimeprazine tartrate equivalent to 2.5 mg. of trimeprazine 
and alcohol 5.796, in 4 fl. oz. bottles. Tablets — Each tablet contains 
trimeprazine tartrate equivalent to 2.5 mg. of trimeprazine, in bottles of 100 and 
1000. Tablets and 'Spansule' capsules also available in Single Unit Packages 


(SUP) of 100, intended for institutional use only. 
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Kill the female itch mite (sarcoptes d 
scabiei) and you've stopped the current 
scabies epidemic. Because when she — . 
burrows deep into the stratum corneum, 
she defies diagnosis and resists removal § 
by surface-acting medications and 
cleansers. Her success has been making 
headlines around the country — with re- 
ports of scabies outbreaks in ru raand = 
suburban areas as well as in the cities. 

A quick and simple diagnosis. 

Scabies can mimic a number of der-  WNINIEEEEESIUN 
matological conditions, ™? such as urticaria, furunculosis 

J and dermatitis—as well as syphilis, with which it may 

coexist. But there's an almost foolproof way to recognize 

it. Even in the absence of the fierce nocturnal itching? and 
the lesion distribution characteristic of the disease 

(hands, wrists and elbows in 9 out of 10 cases),! a quick 
microscopic look can confirm your scabies diagnosis. 

To demonstrate the itch mite, look for an unscratched, 
inhabited burrow (wherever the patient says he itches at 
that very moment is a likely spot). Use a strong light, a 
magnifying glass and a surgical blade to which a drop of 
mineral oil is added. Scrape several sites. Transfer the 


* e 


material to a slide, cover and examine under low power 
magnification.'?'* (If you don't spot any parasites in egg, 
- larvae or adult stages, look for their red fecal compac- 

^. tions. They can be just as diagnostic.) 

Kwell: penetrating action to kill mites, their eggs and 


larvae. Once you've found scabies, there's a positive way: 


to eradicate it. Kwell (1% gamma benzene hexachloride) 
Lotion or Cream. It penetrates to reach the scabietic bur- 
rows, kill the female mites and, of course, the less tena- 
cious males, as well as their eggs and any larvae that may 
have hatched. In fact, Kwell works so consistently and 
well against scabies that it has been the most widely 
prescribed scabicide for three decades. 






THE SCABICIDE OF CHOICE. 
S An unsurpassed standard of therapy 


Cream/Lotion 
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Available on prescription as Kwell Lotion in 2 and 16 fl oz 
Kwell Cream in 2 oz. and 1 ib. jars. See package insert for 
prescribing information, —— 05000000000 Au 
References: 1. Patient Care 7:94, Nov. 1, 1973. 2. Stankler, L.: f 
titioner 210:803, June 1973, 3. Domonkos; A. N. (ed.): Andrews 
eases of the Skin: Clinical] lermatology, ed. 6, Philadelphia WB. 
ders Company, 1971, pp. 511-513. 4. Muller, G., et al: Arch. Dei 
107 :70, Jan. 1973. 5. James, | Br. Med. J. 1:178, Jan. 15, 
6. Soliman, T.: A Manual of Pharmacology, ed. 8, Philadelphia, 
wv. B. Saunders Company, 1957, p.178. — MU 
;, Columbus, Ohio 























SEM courtesy of J. M. Rower M. 


Reed & Carnrick / Kenilworth, New Jersey vo M 


gamma benzene 
hexachloride — 


on 
Ah 
= 3 
oko 
= 
EB 
LA. 


ear old male 












































qi ialities of an ointment- 
acceptable to patients. 











y useful wherever a 
topical steroid is indic 


pic dermatitis : 





Li 





























| Please see following page 
2. forsummary of 
| prescribing intormation 









CM TX = 





Tikes E m. 
(fluocinonide) 
Cream OO596 


Description LIDEX-E cream 0.0596 contains 
the active compound fluocinonide. Fluo- 
cinonide, which is the 21-acetate ester of 
fluocinolone acetonide, has the chemical 
formula óa, 9-difluoro-118, 16a, 17, 21-tetra- 
hydroxypregna-1, 4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone, 

2^g x-acetate. 


LIDEX-E cream contains fluocinonide 0.5 
mg./g. in a water-washable aqueous 
emollient base of steary! alcohol, cetyl 
alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, 
citric acid and purified water. 


Indications Inflammatory manifestations 
of corticosteroid-responsive dermatoses. 


Contraindications Topical steroids are 
contraindicated in patients with a history 
of hypersensitivity to any of the compo- 
nents of the preparation. 


Precautions If irritation develops, discontin- 
ue cream and institute appropriate therapy. 


In the presence of an infection, institute use 
of an appropriate antifungal or antibac- 
terial agent. If a favorable response does 
not occur promptly, discontinue the 
corticosteroid cream until the infection 

has been adequately controlled. 


If extensive areas are treated or if occlusive 
technique is used, there will be increased 
systemic absorption of the corticosteroid 
and suitable precautions should be taken, 
particularly in children and infants. 


The safety of topical steroids in pregnant 
women has not absolutely been estab- 
lished. In laboratory animals, increases in 
incidences of fetal abnormalities have 
been associated with exposure of gestat- 
ing females to topical corticosteroids, 

in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be 
used extensively on pregnant patients, 

in large amounts or for prolonged 

periods of time. 


LIDEX®-E (fluocinonide) cream is not for 
ophthalmic use. 


Adverse Reactions Local adverse 
reactions have been reported with topical 
corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, 
maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 
Dosage And Administration A small 
amount should be gently massaged into 
the affected area three or four times daily, 
as needed. 

How Supplied LIDEX-E cream 0.05% — 15g. 
and 60g. tubes 
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SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 
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to the AMA’s large collection 
of medical films 


and its yours free 
with the coupon below 


You'll find nearly 100 pages of on loan basis for a slight service 


medical motion picture titles and charge. 
descriptions in this new catalog— 
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American Medical Association S/J 
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Short Reports 


Mibelli's Porokeratosis of the Lips 


André Dupré, MD, Bernadette Christol, MD 


[ts clinical appearance and its very 
elective localization on the border 
of the lip allow us to distinguish a 
particular type of Mibelli’s porokera- 
tosis (MP). The study of three person- 
al cases and four similar cases found 
in the literature'* permitted us to 
delineate the clinical, topographie, and 
morphologie features of MP of the 
lips. 


Report of Cases 


The patients ranged in age from 10 to 54 
years. In these seven cases, all of the 
patients were women. The lesion began as 
a small punctiform keratosis, developed 
progressively, and attained its final diame- 
ter within six to 12 months (5 mm to 2 cm). 
Morphologically, the lesion essentially con- 
sisted of a central area in which the skin 
was slightly atrophic and depressed, 
smoother and sometimes keratotic. The 
essential morphologie feature was the 
presence at the periphery of a very thin 
and regular keratotic border forming a 
filiform line, sometimes 1 mm high, which 
sharply demarcated the lesion. The central 
depressed area was sometimes covered by 
a scale that the patient took off periodical- 
ly. The lesion was perfectly round or some- 
times oval or polygonal with rounded 
edges. The essential feature is the frequent 
localization on the eutaneous area and the 
semimucous area. The lesion can be found 
equally on the upper or the lower lip and in 
one case’ it was located in the corner of the 
lip. 

Comment 


Lack of knowledge of this topo- 
graphie variant of MP may lead to 
clinieal errors: the disease may mimic 


ee nee ee eS ew, 
From the Department of Dermatology, La 


Grave Hospital, Toulouse Cedex, France. 

Reprint requests to Hópital de la Grave, 
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France (Dr Dupré). 
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atrophic annular lichen planus and 
basal cell carcinoma. Histologically, it 
may be difficult to differentiate the 
lesion from an epithelioma or an 
actinic keratosis owing to the possible 
presence of an epithelial hyperplasia, 
and from lichen planus if there is a 


Fig 1.—Mibelli's porokeratosis of upper 
lip. 





Fig 2.—Case 3. Biopsy of surgical speci- 
men. At center, keratotic lamella tends to 
separate from granular layer: that is why 
patient could so easily take off a thin scale 
periodically. At periphery are one (left) and 
two (right) typical nucleated cornoid 
lamellae. 


Mibelli's Porokeratosis—Dupré & Christol 


dermal infiltrate with overlying epi- 
dermal atrophy. 

Cryotherapy proposed by us, or 
fluorouracil ointment, have been used 
suecessfully, but if these treatments 
fail, surgieal excision is necessary 
owing to the unaesthetic aspect of the 


Fig 3.—Detail of Fig 2 (left side): volumi- 
nous focus of parakeratotic cells deeply 
sinking into rete ridge. 
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lesion and its prognosis since MP is a 
preneoplastic state. 

The localization with a single plaque 
on the lip seems to be a particular 
variant of classical MP, the distinctive 
feature being its stereotypical clinica] 
appearance. 
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Bullous Pyoderma Gangrenosum and Acute Leukemia 


Michael Sheps, MD; Harvey Shapero, MD; Colin Ramsay, MD 


There have been several reports of 

bullous pyoderma gangrenosum oc- 
curring in association with acute 
myeloid leukemia.'-* 

We report on a patient who had two 
episodes of bullous pyoderma gangre- 
nosum; the first episode occurred 
several months before evidence of 
leukemia appeared. A skin biopsy 
specimen obtained early in the second 
episode showed unique changes. 


Report of a Case 


A 33-year-old woman was admitted in 
October of 1975 with anemia, general 
malaise, and pyrexia. Her temperature was 
40 °C, but examination results were unre- 
markable. Shortly after admission, tender 
fluetuant nodules, with superficial pustule 
formation, developed on her left hip and 
left upper arm. During the next five to 
seven days these became large necrotic 
bullous lesions, which rapidly ulcerated. 
Bullous pyoderma gangrenosum, asso- 
ciated with acute leukemia, was suspected, 
but a bone marrow specimen showed no 
definite evidence of leukemia. Abnormal 
investigation results were as follows: 
hemoglobin level, 8.6 g/dl; and WBC count, 
30,400/cu mm, with 95% mature polymor- 
phonuclear leukocytes. Bone marrow speci- 
men revealed leukocytosis, with neutro- 
philia and toxic granulations that were 
compatible with infection or an inflamma- 
tory process. No evidence of infection was 
found, despite cultures of blood, throat, 
urine, skin, and bone marrow. The follow- 
ing study results were normal or negative: 
renal and liver function; coagulation; blood 
sugar level; x-ray film of chest and 
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gastrointestinal tract; liver and spleen 
scan; Australia antigen activity; Paul- 
Bunnell test; lupus erythematosus cell 
preparations; antinuclear and rheumatoid 
factors; immunoelectrophoresis; and quan- 
titative immunoglobulin levels. A skin 
biopsy specimen of the necrotic bullous 
lesion demonstrated acute inflammation 
and severe necrosis of the epidermis and 
dermis, which was compatible with pyoder- 
ma gangrenosum. 

The final diagnosis was idiopathic pyo- 
derma gangrenosum, and she commenced a 
regimen of prednisone, 100 mg daily. Her 
temperature returned to normal, and four 
weeks later, when discharged, her lesions 
were healing, the hemoglobin level was 10 
g/dl, and the WBC count was normal. 
During the next six months she remained 


well. The prednisone therepy was discon- 
tinued, and the skin healed. 

In May of 1976 she was readmitted with 
acute gingivitis, menorrhagia, cutaneous 
nodules, and pyrexia. The hemoglobin level 
was 9.6 g/dl, and the WBC count was 
75,600/cu mm, with blast cells. A bone 
marrow specimen confirmed acute myelog- 
enous leukemia. A skin biopsy specimen of 
an early nodule showed a panniculitis, with 
a predominance of polymorphonuclear leu- 
kocytes invading the fat septa. The overly- 
ing dermis and epidermis were normal 
(Figure). 

The skin lesions proceeded through the 
same stages as on her previous admission, 
with development of hemorrhagic necrotic 
bullae, which ulcerated. Despite antimitot- 
ie, antibiotic, and hydrocortisone therapy, 


Skin biopsy specimen (hematoxylin-eosin, x 50) with inset (hematoxylin-eosin, x 200), 





Pyoderma Gangrenosum and Acute Leukemia—Sheps et al 
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her condition deteriorated, and she died 14 
*days later. Autopsy was not performed. 


Comment 


A bullous type of pyoderma gangre- 
nosum that is associated with acute 
leukemia has been well described 
recently."* The skin pathology has 
usually shown a dense infiltrate of 
mature polymorphonuclear leukocytes 
in the dermis, with some epidermal 
infiltration with these cells. Vasculi- 
tis is not a feature. 

A biopsy specimen of an early deep 
nodule in our case showed a definite 
pannieulitis, with normal dermis and 
epidermis. These nodules subsequent- 
ly developed a bullous component and 
ulcerated. 

In acute myelogenous leukemia an 
abnormality of leukocyte function is 
frequently present.*' Shore’ reported 
such an abnormality in a case of 
bullous pyoderma and acute leukemia. 


Giant Angiofibroma in Tuberous Sclerosis 
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Our histological findings suggest that 
in cases of acute leukemia in which 
bullous pyoderma gangrenosum devel- 
op the primary change may be a 
panniculitis, with migration of poly- 
morphonuclear leukocytes into the 
extravascular tissue in the fat. The 
more superficial changes develop sub- 
sequently: leukocytes may be at- 
tracted by some epidermal factor, or 
perhaps there is an extension of the 
vascular process to the dermis. Our 
findings suggest that the primary 
pathological change is a panniculitis. 

It is known that bullous pyoderma 
gangrenosum may accompany or an- 
tedate acute leukemia. We suspect 
that our patient’s first illness was 
acute leukemia, as suggested by the 
skin lesions, and that the systemic 
steroids used at that time to control 
her pyoderma gangrenosum also in- 
duced remission of the leukemia. 
However, it must be emphasized that 


Maj William F. Willis, MC, USAF, Lt Col Raymond L. Garcia, MC, USAF 


uberous sclerosis is a dominantly 

inherited neurocutaneous syn- 
drome characterized by epilepsy, men- 
tal retardation, and various types of 
fibrous hyperplasia including facial 
angiofibromas (adenoma sebaceum), 
brain fibromas (tubera), subungual 
fibromas, oral fibromas, skin tags, 
collagen nevi, phacomas, and various 
visceral and skeletal fibrous and 
muscular tumors. In addition, café au 
lait spots, white hypopigmented mac- 
ules, poliosis, and tooth enamel pits 
may be associated. 

The purpose of this report is to 
present a case of previously undiag- 
nosed tuberous sclerosis in a 20-year- 
old that was unusual in that the 
patient had a giant angiofibroma and 
multiple skin tags. 


Report of a Case 


A 20-year-old man presented himself for 
the evaluation of an abscess in a “birth- 
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mark” on his face. Examination showed an 
irregular 6.5 x 5-em brownish-red plaque 
on the left malar area that had numerous 
papules and nodules on its surface (Fig 1). 
A draining abscess was present in its lower 
pole. Other skin findings included multiple 
2- to 4-mm reddish-brown papules over the 
central facial area, multiple skin tags of 
the neck, a 4 x 5-em “cobblestone” sha- 
green patch plaque on the lower part of the 
back, six 0.5 x 1-cm scattered white oval to 
ash leaf-shaped macules, one periungual 
fibroma of the right index finger, six 
fibrous papules of the gingiva, multiple 
enamel pits of almost all teeth, and a 
phacoma of the right retina. 


Fig 1.—Giant angiofibroma and multiple 
scattered small angiofibromas. Note drain- 
ing abscess in lower pole of lesion. 
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the hematological changes present at 
that time did not confirm a diagnosis 
of leukemia. 
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Significant past medical history included 
seizures up to the age of 2 years requiring 
medication and removal of a kidney cyst in 
childhood. The large plaque was present at 
birth, but the other papules began to devel- 
op at age 10. The patient had normal 
intelligence and there was no family histo- 
ry of similar lesions. 

Results of histopathologic examination 
of a biopsy specimen of the facial plaque 
demonstrated sclerotic collagen arranged 
in concentric layers about atrophic hair 
follicles (Fig 2). In addition, there were 


Fig 2.—Histopathologic section demon- 
strating sclerotic collagen arranged in 


concentric layers about atrophic hair fcli- — 


cle (hematoxylin-eosin, x 450). 
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numerous dilated capillaries with slightly 
thiekened walls. A skull roentgenogram 
revealed two typical tuberous tumors of 
the brain over 3 cm in size. 

The patient's abscess was incised and 
drained and systemic antibiotics were 
administered with an uneventful recov- 
ery. 

Comment 


It was surprising that, despite 
being in the Air Force for several 
years, the diagnosis of tuberous scle- 
rosis had not previously been enter- 
tained. 

Adenoma sebaceum is an anti- 
quated term for what is actually an 
angiofibroma. The larger lesions may 


be present at birth, as in this case, but 
smaller lesions typically began to 
appear at puberty. The nasolabial 
folds, nose, cheeks, chin, and temporal 
and frontal areas are usually symmet- 
rically involved. The typieal lesions 
are 4 to 5 mm in diameter. Butter- 
worth and Wilson first reported nine 
cases of the plaque or nevoid variety,’ 
which varied in size from 1 x 2 em to 
4.5 X 9 em. In three of their cases the 
lesions were present at birth. Since 
their article, there have been few 
reports of these giant angiofibro- 
mas.*? 

The histopathologic findings in the 
larger lesions typically show minimal 


Hyperkeratosis of Nipple and Areola 


Robert Allen Schwartz, MD, MPH 


H yperkeratosis of the nipple and 

areola is said to be rare. Mehre- 
gan and Rahbari presented two 
patients with it and reviewed the 13 
other reported cases in the world liter- 
ature.' They state that this eruption 
may occur in patients with ichthyosis 
or it may represent an epidermal 
nevus, with the latter form usually 
bilateral and in young women of child- 
bearing age. They further observe 
that the histologic changes in the 
nevoid form "resemble either a papil- 
lomatous nevus or acanthosis nigri- 
cans." Two additional patients under 
my care also have an impressive bilat- 
eral hyperkeratosis of the nipple and 
areola, one of whom will be reported 
here in detail. 


Report of a Case 


A 66-year-old man was examined in 
September 1977 with a one-year history of 
bilateral thiekening and hyperpigmenta- 
tion of his nipples and areolae (Fig 1). In 
June 1971 he underwent a transurethral 
resection of the prostate and bilateral 
orchiectomy for prostate adenocarcinoma 
and has since been using diethylstilbestrol, 
1 mg orally each day. Evaluation for meta- 
statie disease has revealed no evidence of 
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metastases. Physical examination revealed 
gynecomastia bilaterally with verrucous, 
thiekened, hyperpigmented nipples and 
areolae bilaterally, which produced a soft 
velvety sensation to touch. The intertrigi- 
nous zones showed no evidence of acantho- 
sis nigricans (AN), nor did the oral mucosa. 
The skin was well hydrated and without 
scaling. Histologic examination of a biopsy 
specimen revealed a moderate degree of 
hyperkeratosis and papillomatosis with 
increased pigmentation of the basal layer 
(Fig 2). Several dermal papillae appeared 
as upward finger-like projections. The 
dermis otherwise appeared unremarkable. 
The histopathologic diagnosis was AN. 


Comment 


This patient has several reasons to 
have this bilateral hyperkeratosis of 
his nipples and areolae. Bilateral 
nipple involvement as part of malig- 
nant AN has been reported? and is 
strikingly apparent in another patient 


Fig 1.—Verrucous thickening of skin of 
nipple and areola with hyperpigmenta- 








vascular changes but concentric fibro- 
sis of atrophic hair follicles is promi-* 
nent, as in this case.” The presence òf 
multiple skin tags on the neck, axilla, 
shoulder, and groin was likewise 
described by Butterworth and Wilson, 
but rarely since then. 
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Fig 2.—Hyperkeratosis and papillomatosis 
of epidermis (hematoxylin-eosin, original 
magnification x 40). 
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with malignant AN and a diffuse 
papillomatous eruption, who is being 
reported elsewhere. However, one 
doubts that the patient reported 
currently represents a form of malig- 
nant AN, since the full pieture of AN 
is lacking and there is no evidence of 
metastatic disease. An ichthyosis as- 
sociated with underlying malignancy 
might also be postulated. This patient 


Hyperkeratosis of Nipple—Schwartz 


might alternatively be viewed as 
- having an acquired hormone-induced 
partial nonmalignancy associated AN. 
The concept of "acanthosis nigricans 
partialis" was introduced by Pollitzer 
in 1909, in discussing a 42-year-old 
patient with colon carcinoma and a 
broad hyperpigmented velvety plaque 
extending over a large area of her 
back? It should be noted that the 
lesion he described as partial AN was 
more extensive than the nipple and 
areola involvement in our patient. 
Microscopically, the features of AN 
are evident in our patient, but these 
characteristics are also seen in benign 
papillomas, including epidermal nevi. 
Lever and Schaumburg-Lever note 
that it is difficult, often impossible, to 


distinquish AN from epidermal nevi 
and other benign papillomas.''?»'?"*'* 
This does not seem surprising when 
one considers that clinically, too, there 
are many features in common, as 
exemplified by Curth's recent report 
of a patient with a unilateral epider- 
mal nevus resembling AN.’ In fact, 
since an epidermal nevus is defined as 
a hyperplasia of mature epider- 
mis,*®*® one might view both AN and 
some cases of hyperkeratosis of nipple 
and areola (including the one pre- 
sented here) as types of acquired 
epidermal nevi. 

Although Mehregan and Rahbari 
noted no hormonal imbalance in their 
review of patients with bilateral 
hyperkeratosis of nipple and areola,’ 


Basal Cell Carcinoma of the Nipple 


MAJ George P. Lupton, MC, USA, LTC Detlef K. Goette, MC, USA 


Basal cell carcinoma of the nipple is 
an exceedingly rare occurrence. A 
recent review of the literature on this 
subject covering the period from 1893 
to 1974 disclosed a total of seven 
cases.' We present a case of a patient 
with basal cell carcinoma of the 
nipple. 


Report of a Case 


A 72-year-old man complained of an 
enlarged right nipple of two to three years’ 
duration. He had noticed some drainage on 
occasion, but ulceration had not occurred. 

On physical examination, the right 
nipple was larger than the left nipple, 
normal in color, slightly firm, and nonten- 
der. The areola was uninvolved and there 
were no underlying masses or axillary 
adenopathy. He was otherwise in good 
health. Differential diagnoses included 
appendageal tumor, leiomyoma, and basal 
cell carcinoma. 

A 4-mm punch biopsy specimen of the 
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nipple confirmed the diagnosis of basal cell 
carcinoma. An elliptical excision was 
performed, and obtaining adequate mar- 
gins necessitated removal of the surround- 
ing areola as well. 

Sections stained with hematoxylin-eosin 
showed well-circumscribed basophilic epi- 
thelial proliferations at the center of the 
nipple (Fig 1). They were composed of 
basaloid cells with a large basophilic-stain- 
ing nucleus and scant cytoplasm. The cells 
were arranged in well-circumscribed is- 
lands showing peripheral palisading of 
basaloid cells. In many areas the connec- 
tive tissue was retracted from the tumor 
islands and a mild stromal reaction was 
evident (Fig 2) Abruptly keratinizing 
cysts were absent, but a focus of calcifica- 
tion was observed in a tumor island (Fig 2). 
No intraductal changes were noted in the 
nipple. These findings are typical for basal 


Fig 1.—Nipple with basaloid epithelial 
proliferations (hematoxylin-eosin, original 
magnification X 10). 





Basal Cell Carcinoma—Lupton & Goette 


the childbearing age of these women 
and the estrogen therapy our patient 
used suggest that an endocrinopathy 
(possibly without hormonal imbal- 
ance) is worthy of consideration. 
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Fig 2.—Large island of basal cell carcino- 
ma with focus of calcification (hematoxy- 
lin-eosin, original magnification x 200). 


cell carcinoma as opposed to trichoepithe- 
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Comment 


Of the seven reported cases in the - 


literature, four occurred in males and 
three in females. In at least one of the 
female cases, the lesion was clinically 
suspected of being Paget's disease.' 

Despite its rare occurrence, basal 
cell carcinoma should be considered in 
the differential diagnoses of nipple 
lesions such as Paget's disease, benign 
appendageal tumors, and squamous 
cell carcinoma. 
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. Conferences.—A Europhysics con- 
ference on "Lasers in Photomedicine 
and Photobiology" will be held in Flor- 
nce on Sept 3-5, 1979. Relevant topics 


are nonsurgical application of lasers - 


medicine (photodynamie therapy of 
mors, biostimulation effects, ete); 
search for new applieations of VIS 
and UV lasers in medicine and photo- 
biology; laser research in photobiolo- 
. The aim of the conference is to 
omote the application of VIS-UV 
sers to improve the knowledge of 
photobiological processes in man and 
the present phototheraupetic tech- 
ques. The present status of the most 
important fields (photobiochemistry, 
photopharmacology, photophysiology, 
photodermatology, ete) should be re- 
viewed on a researeh and clinical 
basis, and the possible introduction of 
laser techniques eritically discussed. 
A two-day conference on "Lasers in 
omedicine” (Florence, Sept 6-7, 
79) is planned to immediately follow 
e Europhysies conference. It is spon- 
d by the Projects on Laser Medical 
ications and on Bio-Medical En- 
ering of the Italian National 
cil of Research. It is devoted to 
2 physical and technical aspects of 
er techniques in biomedicine, and 
laser surgery. d E - 
ggestions and contributions are 
ted and weleomed. For further 
ormation, please write to Prof R. 
atesi, Laboratorio di Elettronica 
antistica, Via Panciatichi 56/30, 
'enze, Italy. ; 


- Dermatopathology, Amsterdam, June 
979.—'l'his colloquium is designed for 
n exchange of ideas and speculations 
bout dermatopathology (including 
mmunopathology, electron  mieros- 
y, histochemistry, and cell kinet- 
). It is planned for Sunday, June 10, 
9, immediately preceding the joint 
eting of the ESDR and SID in 
isterdam. Persons interested in 
senting original material may sub- 
abstracts by no later than Feb 1, 
to be considered for inclusion in 
colloquium. Submission from the 
ericas should be directed to A. 
ernard Ackerman, MD, Department 
f Dermatology, New York University 
chool of Medicine, New York, NY 
0016, and those from Europe and 
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elsewhere to Gerald Pierard, MD, 
Department of Dermatology, Hópital 
de Baviére, University of Liége, B- 
4020 Liége, Belgium. The meeting will 
take place in the Eurocrest Hotel, 
Amsterdam (very close to the RAI 
Congress Centrum). Accommodations 
are being held in reserve in this 
hotel. 


Dermatology Seminar: Alaska.—A 
dermatology seminar will be held en 
route to Alaska from San Francisco 
and Vancouver on July 18-Aug 11, 
1979. Category 1 credit will be given 
for 40 hours in collaboration with the 
Department of Dermatology at Uni- 
versity of California Medical School, 
San Francisco, and Northwestern 
University, Chicago. 

Seminars, workshops, lectures, and 
films will be held for five hours daily, 
emphasizing advances in dermato- 
logic diagnosis of common problems, 
physiology, pathology, and therapy. 
Enrollment is limited, and will be allo- 
cated on a first-come basis. 

For information write Henry H. 
Roenigk, Jr, MD, Department of 


Dermatology, Northwestern Universi- - 
ty Medical School, 303 E Chicago Ave, 


Chicago, IL 60610. 


_ Sixth Annual Pediatric Dermatology 


Seminar Will Be for the Birds!—It will yate symposium "Your Consultant 


take place in the Galapagos Islands, 


Feb 17-25, 1979. There will be daily 


lectures; CME credit will be awarded. 
Because space is limited on the M/V 
Buccaneer, the largest and most luxu- 
rious ship cruising the Galapagos, 
early reservations are suggested. Tui- 
tion is $150. For information, contact 
Guinter Kahn, MD, 16800 NW Second 
Ave, North Miami Beach, FL 33169. 


Resident's Page: New Feature Section 
in the ARCHIVES or DERMATOLOGY.— 
Residents and Fellows in Dermatolo- 
gy are invited to submit cases to the 
ARCHIVES OF DERMATOLOGY for a new 
feature section, the Resident's Page. 
Material should be submitted to the 
Chief Editor, double-spaced and in 
triplieate and in the form of a clinico- 





pathologie quiz, patterned after the 
Resident's Page now published in the 
Archives of Otolaryngology. Photomi- 
erographs and illustrations must be 
clear and submitted as positive color 
transparencies (85 mm). Do not sub- 
mit color prints unless accompanied 
by original transparencies. All trans- 
pareneies should be carefully packed 
and submitted with the manuscript in 
a separate container. Do not submit 
glass-mounted transparencies. Mate- 
rial should be accompanied by the 
required copyright transfer state- 
ment, as noted in the Instructions for 
Authors. Material for the Resident's 
Page should be mailed to the Chief 
Editor, Frederick D. Malkinson, MD, 
Dermatology Laboratory Office, 1599 
Jelke, 1753 W Congress Pkwy, Chica- 
go, IL 60612. 


Course.— A Dermatopathology 
Foundation course in gross and micro- 
scopic pathology of the skin will be 
held June 11-15, 1979, at the Sheraton- 
Deauville Hotel, Atlantic City, NJ. 
Forty hours of category 1 AMA credit 
will be available. For further informa- 
tion, write Dermatopathology Foun- 
dation, PO Box 377, Canton, MA 
02021. 

The 


Postgraduate — Symposium.— 


Stanford University Department of 
.. Dermatology is offering the postgrad- 


Speaks" on Jan 16-19, 1979, at Del 
Webb's Sahara Tahoe Hotel and Casi- 
no, Lake Tahoe, Nev. 

This multidisciplinary course is de- 
signed for the dermatologist. Objec- 
tives are to encourage dermatologist/ 
consultant eooperation in diagnosing 
and treating skin diseases, and to 
update and broaden the dermatolo- 
gist’s knowledge of immunology, vi- 
rology, infectious diseases, therapeu- 
tics, and internal medicine. 

Sessions will be held from 7-9 AM 
and from 5-7 PM. This course is accred- 
ited by the AMA for up to 12 hours of 
category 1 credit. ` 

For further information, contact 
Paul H. Jacobs, MD, Department of 
Dermatology, Stanford University 
School of Medicine, Stanford, CA 
94305; or telephone (415) 497-6101. 
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When cleanliness requires 
" more than soap— 


in the hospital, office or home 


—For routine handwashing— ln infected acne pimples—when it is important 
for physicians and nurses in the to prevent autoinoculation of new sites. 

hospital and office— hospital “To degerm face, hands and body with 
personnel and patients— for prompt, broad-spectrum microbicidal action— 
those caring for infants andthe BETADINE Skin Cleanser cleanses thoroughly and 
sick at home. gently with a rich golden lather— virtually 

c3For skin degerming— nonirritating* to skin and mucosa— nonstaining to 
in patients with common 


| skin and natural fabrics. 
i pathogens, including Staph. Supplied in 4 fl. oz. plastic bottles. 
aureus —postoperative skin care in the hospital and 





tO} j z *In the rare instance of local irritation or sensitivity, discontinue use by 
home—in skin infections—for general hygiene, the individual. — — 
when skin degerming is indicated. Purdue Frederick 


o Copyright 1978, The Purdue Frederick Company/Nor walk, CT 06856 
A9035 202078 
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A NEW HIGH-POTENCY TOPICAL STEROID 
IN SATURATED SOLUTION*—NOT A SUSPENSION— 






FOR ENHANCED PENETRATION TO THE LESION 


Effective in psoriasis and eczematous dermatoses 
Both Florone Ointment and Florone Cream have been 

. extensively studied at varying daily dosage applications and 
- have been shown equieffective to other topical corticoste- 

-roids in psoriasis and most eczematous dermatoses includ- 
ing atopic dermatitis, neurodermatitis, contact dermatitis, 
nummular dermatitis, and seborrhea. 


Why steroid-responsive dermatoses 

respond to Florone 
he intrinsic anti-inflammatory potency of Florone, a new 
fluorinated steroid, is unsurpassed by any topical cortico- 
steroid now available. Penetration of this potent and lipo- 
philic steroid to the lesion is enhanced because the Florone 
delivery systems have been optimized. 


.. Free of parabens 


. Both Florone Ointment and Florone Cream formulations are 


free of potentially sensitizing parabens. 
Systemic absorption is normally not a clinical problem. If 


extensive areas are to be treated, precautions should be | 


taken, since increased systemic absorption may occur. hen 
_Florone Ointment: 15 and 30 gram tubes 

A highly lubricating formulation recommended for dry m PEN oi 

and scaly lesions. (c) enhances the rate 


Florone Cream: 15 and 30 gram tubes 
Recommended for moist lesions or moist body areas. 


The clinical significance of topical steroid formulations 
-in saturated solutions has not been ascertained. 


: . Please see next page for brief summary 
of prescribi ng information. 
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pi ally as adjunctive therapy for inflammation in 
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* Letters to the Editor 


Erythema Annulare Centrifugum 
and Molluscum Contagiosum 


To the Editor.-Erythema annulare 
centrifugum (EAC) is reported to 
occur as a hypersensitivity reaction to 
dermatophyte infections of the feet, 
candidiasis, mold in blue cheese, blood 
dyscrasias, such as myelomatosis or 
acute leukemia, neoplasms, immuno- 
logic disturbances, and as a rare 
familial type. In approximately 10% of 
eases of molluseum contagiosum, an 
eczematous eruption surrounding the 
papular lesions develops.* The follow- 
ing report describes an association of 
eczematous and EAC-like reaction 
and molluseum contagiosum. 


Report of a Case.—An 8-year-old girl was 
seen in the Dermatology Clinic at the 
Geisinger Medical Center with a few- 
month history of a gradually enlarging 
area of “dry” skin of the buttock associated 
with minimal pruritus. 

Physical examination revealed an irreg- 
ular, annular plaque with a serpiginous, 
erythematous, cord-like border and rela- 
tively clear center except for the presence 
of scattered, erythematous papules 3 to 5 
mm in size (Figure). Some of the papules 
were surrounded by a narrow zone of 
erythema and scaling. Therapy with an 
emollient cream was unsuccessful. Because 
of progressive enlargement of the lesion, 
the papules were curetted and a 4-mm 
punch biopsy specimen was obtained from 


Irregular, annular plaque 
with  serpiginous, ery- 


thematous, cord-like 
border. Note relatively 
clear center, except for 
scattered, erythematous, 
3- to 5-mm papules. 
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the cord-like border. Potassium hydroxide 
preparation from the border was negative 
for fungal hyphae. 

A biopsy specimen of the papules showed 
an area of scale-crust overlying the mollus- 
eum bodies in the epidermis. Below this 
was a dense mononuclear cell inflammato- 
ry infiltrate, as well as hemorrhage and 
edema of superficial dermis. A biopsy 
specimen from the cord-like border dis- 
closed irregular epidermal acanthosis, focal 
parakeratosis, and a superficial, perivascu- 
lar, mononuclear cell infiltrate compatible 
with a diagnosis of EAC. 


Comment.—Eczematous reactions 
associated with molluscum contagios- 
um are well documented. These reac- 
tions are usually sharply marginated 
areas of confluent dermatitis sur- 
rounding the inflamed molluscum 
lesions. Spontaneous resolution within 
four weeks of treatment of the mollus- 
cum represents the usual clinical 
course. 

We feel that the above case demon- 
strates typical features of EAC and 
eczematous reaction associated with 
inflamed molluscum contagiosum. 

Davip B. VasiLy, MD 
S. G. BHATIA, MD 
Danville, Pa 


1. Moschella SL, Pillsbury DM, Hurley HJ 
(eds): Dermatology, ed 2. Philadelphia, WB Saun- 
ders Co, 1975, vol 1, pp 391-392. 

2. DeOreo GA, Johnson HH Jr, Binkley GW: 
An eczematous reaction associated with mollus- 
cum contagiosum. Arch Dermatol 74:344-348, 
1956. 


Laser Treatment of Multiple 
Progressive Glomangiomas 


To the Editor.-Multiple glomus tu- 
mors are still a rare manifestation of 
this type of vascular hamartomas.' 
Unlike the single classic digital type, 
the multiple type is usually painless, 
and the tumors can spread over the 
face and trunk. A form of these multi- 
ple lesions is the so-called glomangio- 
ma.” In this form, the polygonal cells 
around the endothelial cells are usual- 
ly small, with clear eosinophilic-stain- 
ing cytoplasm and homogenous round 
nuclei. These glomus structures, then, 
are smaller and are formed in thin 
sheets around the endothelial cells, 
unlike the larger type of glomus cell 
and larger solid masses in the single 
glomus tumor. 

The biopsy specimen differentiates 
this from the blue-rubber nevus vascu- 


lar tumor, which has been treated also 
with the CO, laser.** The treatment of 
the single glomus tumor is usually 
excision since, in our experience with 
such tumors, recurrences are more apt 
to occur after high frequency electro- 
surgery or cryosurgery, where these 
modalities do not produce deep necro- 
sis. With multiple tumors over large 
areas, such treatments may be diffi- 
cult, if not impossible. It is of interest, 
then, to review a case of multiple 
glomangioma tumors treated with 
laser surgery. 


Report of a Case.—A 13-year-old boy was 
referred to the Laser Laboratory of the 
Medical Center of the University of Cincin- 
nati in 1966 by Dr Louis W. Valker. The 
lesions were confined to the buttocks and 
the right lower portion of the back. They 





PES hy 
E Rte ee ER ij. SS 
x em >: E nu 


Fig 1.—Biopsy specimen of glomangioma 
of back, showing large dilated vascular 
channels lined with endothelial cells. 
Outside of endothelial cells are few rows 
of glomus cells and no myxoid stroma 
(trichrome stain). 





Fig 2.—Glomangioma of back after ruby 
laser (large white areas), argon laser (cen- 
tral linear type), and control excision with 
suture markings. 
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were blue, flat, soft, and not too tender. 
Diascopy did not blanch the lesions. Biopsy 
specimens showed dilated cavernous areas 
lined by endothelial cells. Around these 
areas were rows of small polygonal cells 
with compact nuclei. No large solid masses 
of these cells were found. The lesions 
extended deep into the panniculus. From 
1966 through 1969 the lesions were treated 
with pulsed ruby laser, with energy densi- 
ties of 200 joules/sq cm focused at 0.5 cm 
depth. Treatments were given also with 
the argon laser, 488.8 nm and 1.5 to 2.5 W 
for one second to some 23 lesions. Controls 
included excisional surgery of small areas 
and high-frequency electrosurgery. The 
controls were limited to the upper area on 
the right buttock so that these areas could 
be observed readily during the treatment 
program. The initial test treatments were 
given with local peripheral anesthesia 
around the tumor. Extensive treatments 
were given also, with the patient anesthe- 


` tized generally. 


After the treatments with the laser, the 
areas were crusted, tender, and many were 
reddened for months. Gradually, this faded 
and left persistent smooth soft white 
areas. The one linear surgical excision 
control also left a broad linear white scar. 
Electrocoagulation-treated areas remained 
reddened for prolonged periods also; with 
this therapy, several lesions recurred with 
the development of persistent bluish 
spots. 

Comment.—The laser is an effective 
local method of treatment for the indi- 
vidual areas of large masses of multi- 
ple glomus tumors in a young boy. 
During four years of observation, 
there has been no evidence of recur- 
rence or spread of the local mass. The 
cosmetic results with the laser are 
superior to excisional surgery and to 
high frequency electrosurgery. Lack 
of cooperation of the patient and his 
family made it difficult to attempt to 
remove all the lesions. 

Multiple glomangioma tumors are 
added to the list of vascular lesions 
that can be treated effectively by the 
laser. This list now includes the port- 
wine mark,’ progressive cavernous 
angiomas, blue-rubber bleb nevus syn- 
drome, small lesions of Kaposi’s hem- 
orrhagic sarcomas, Stewart-Treves 
syndrome, and digital angiosarcomas. 
The laser has been used also for bleed- 
ing in hemophilia. 

LEON GOLDMAN, MD 
Cincinnati 


1, Vineyard W: Clomus tumors, in Demis DJ, 
Crouuse RG, Dobson RL, et al (eds): Clinical 
Dermatology. New York, Harper & Row Publish- 
ers Inc, 1975. 

2. Johnson WC: Pathology of cutaneous vascu- 
lar tumors. Int J Dermatol 15:239-276, 1976. 

3. Goldman L, Nath G, Schindler G, et al: High 
power neodymium YAG laser surgery. Acta 
Derm Venereol 53:45-49, 1973. 

4. Olsen T, Milroy S, Goldman L, et al: Treat- 
ment of blue-rubber bleb nevus with the laser. 
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Arch Dermatol, to be published. 

5. Goldman L, Dreffer R: Laser treatment of 
extensive mixed cavernous and port-wine stains. 
Arch Dermatol 113:504-505, 1977. 

6. Goldman L, Dreffer R, Rockwell RJ Jr, et al: 
Treatment of port wine marks by an argon laser. 
J Dermatol Surg Oncol 2:385-388, 1976. 


Hyperimmunoglobulinemia 
E Syndrome 


To the Editor.—The article, "Clinical 
Syndrome of Chemotaxis Defect, In- 
fections, and Hyperimmunoglobuli- 
nemia E" by Drs Wyre and Johnson, 
which appeared in the January 1978 
ARCHIVES (114:74-77), is spotted with 
minor flaws that deserve some com- 
ments. 

First, as Drs Wyre and Johnson 
indicate, the lesions of the face look 
much more like severe acne than ecze- 
matous dermatitis as described by 
pediatricians; in fact, we have also 
found that the facial dermatitis of the 
hyperimmunoglobulinemia E syn- 
drome is more pustular than eczema- 
tous. The authors do not stress this 
point at all, though it is of paramount 
importance for dermatologists. 

Furthermore, Drs Wyre and John- 
son do not emphasize the presence 
(actually difficult to define in blacks) 
of the broad nasal bridge, which is 
claimed to be a common feature of 
this "not unusual" syndrome. 

The blood level of IgA is exceeding- 
ly high and should be discussed. This 
finding is particularly interesting 
since polymeric molecules of serum 
IgA have been proved cytophilie for 
human neutrophils and markedly sup- 
press chemotaxis.' The association of 
recurrent bacterial infections, defec- 
tive neutrophil chemotaxis, and hy- 
perimmunoglobulinemia A have been 
described in four siblings.’ 

The distinction between Job’s syn- 
drome and the hyperimmunoglobulin- 
emia E syndrome should be main- 
tained because not only do patients 
with Job’s syndrome have red hair and 
fair skin, but they also have hyperex- 
tensible joints and “cold” abscesses; 
the latter should be very different 
from the veritable boils of the hyper- 
immunoglobulinemia E syndrome. 

Although antibiotics are the main- 
stay of therapy, treatment of chemo- 
tactic defects are, at present, carried 
out with other drugs, such as levami- 
sole, histamine H,-blocking agents, 
and ascorbic acid; levamisole, in par- 
ticular, has shown some encouraging 
results.* 

Finally, the "casus princeps" was 
not presented by Clark and associates: 
in 1973, but by Rebecca Buckley (and 
colleagues) in 1972, whose name we 


think this syndrome should bear. 

The point we have brought out only 
demonstrates that the article by Drs 
Wyre and Johnson, which was written 
in 1976, is now out of date. We hope 
our remarks are useful for the reader 
in 1978. 

ALFREDO REBORA, MD 
FRANCO PATRONE, MD 
Genoa, Italy 


1. Van Epps DE, Williams RC Jr: Suppression 
of leucocyte chemotaxis by human IgA myeloma 
components. J Exp Med 144:1227-1242, 1976. 

2. Bjórkstén B, Lundmark KM: Recurrent 
bacterial infections in four siblings with neutro- 
penia, eosinophilia, hyperimmunoglobulinemia 
A, and defective neutrophil chemotaxis. J Infect 
Dis 133:63-71, 1976. 

3. Rebora A, Nunzi E, Pezzuolo M, et al: Buck- 
ley's syndrome. Br J Dermatol, to be published. 

4. Clark RA, Root RK, Kimball HR, et al: 
Defective neutrophil chemotaxis and cellular 
immunity in a child with recurrent infections. 
Ann Intern Med 78:515-519, 1973. 

5. Buckley RH, Wray BB, Belmaker EZ: 
Extreme hyperimmunoglobulinemia E and un- 
due susceptibility to infection. Pediatrics 49:59- 
70, 1972. 


In Reply.-We wish to thank Drs 
Rebora and Patrone for their com- 
ments on our recent report. However, 
we would like to take issue with some 
of their statements. 

First, Drs Rebora and Patrone 
thought we had not stressed the 
pustular nature but rather had 
stressed the eczematous quality of the 
dermatosis in our patient. We would 
like to point out that we discussed in 
the first and second paragraphs (p 74) 
of our article that we were concerned 
with “pyodermatous” and  "infec- 
tious” skin lesions, and we listed in the 
Table (p 76) that every patient had 
had some form of cutaneous infection, 
in addition to including this feature in 
the title of the article. We must also 
point out that other forms of cuta- 
neous lesion do also appear in the 
literature, viz, atopic dermatitis, ecze- 
ma mucocutaneous candidiasis, incon- 
tinentia pigmenti, as being a part of 
this constellation, although as shown 
in our Table, cutaneous infection is 
present in each case reported. 

Next, we could not stress the “broad 
nasal bridge” in the patient because 
we judged the nasal bridge to be 
normal. We would be most interested 
in knowing the references for this 
physical sign because none of our 
references mentioned it. 

Next, although the association of an 
elevated serum IgA level, chemotactic 
defect, and infections, reported by 
Bjórkstén and Lundmark, is remark- 
able and intriguing, their patients had 
neutropenia, defects in humoral im- 
munity, defects in cellular immunity, 
and eosinophilia, which were not seen 
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„in our patient. We are unaware of any 
reported cases of an increased serum 
IgA level, defective chemotaxis, and 
recurrent infections without other 
abnormalities. 

Doctors Rebora and Patrone are 
correct in mentioning other forms of 
therapy, in addition to antibiotics for 
treating patients with defective che- 
motaxis. Levamisole was used to treat 
our patient and three others, and the 
results are reported elsewhere.* Un- 
fortunately, clinical improvement in 
infection did not parallel in vitro 
improvement in chemotaxis. 

Finally, the “casus princeps" is still 
debatable. One might argue that 
Davis et alè in 1966 reported the first 
patients with this syndrome, although 
quantitative immunoglobulins and 
chemotactic studies were not available 
at the time of their publication. These 
same patients were studied and 
reported in 1974 by Hill et al,* at which 
time they documented the defects in 
neutrophil chemotaxis and hyperim- 
munoglobulinemia E. 

Capt W. TAYLOR JoHNSON, MC, USN 
Lr Compr Harry W. WYRE, Jg, MC, 

USNR 

Bethesda, Md 


1. Bjórkstén B, Lundmark KM: Recurrent 
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penia, eosinophilia, hyperimmunoglobulinemia 
A, and defective neutrophil chemotaxis. J Infect 
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2. Wright DG, Kirkpatrick CH, Gallin JF: 
Effects of levamisole on normal and abnormal 
human leukocyte locomotion. J Clin Invest 
59:941-950, 1977. 

3. Davis SD, Schaller J, Wedgewood RJ: Job’s 
syndrome: Recurrent,. “cold” staphylococcal ab- 
scesses. Lancet 1:1013-1015, 1966. 

4. Hill HR, Ochs HD, Quie PG, et al: Defect in 
neutrophil granulocyte chemotaxis in Job’s 
syndrome of recurrent "cold" staphylococcal 
abscesses. Lancet 2:617-619, 1974. 


Pemphigus Induced by Gold 
Sodium Thiomalate 


To the Editor.—Nonherpetiform acan- 
tholytic skin lesions developed in a 
patient on unusual sites for the 
primary disease during chrysotherapy 
for pemphigus erythematosus. 


Report of a Case.—A 30-year-old woman, 
who had suffered from pemphigus ery- 
thematosus for two years, had received the 
maintenance corticosteroid therapy at our 
clinic with subsidence of the skin lesions. 
Because of the side effects of the steroid 
therapy, she received gold sodium thioma- 
late injections for five months, while 
receiving maintenance corticosteroid ther- 
apy. After 175 mg of gold sodium thioma- 
late was given during a four-week period, 
miliary reddish papules developed on her 
shins (Fig 1) and the dorsa of her feet. At 
the same time, blisters developed on her 
trunk, with erythema on the cheeks. Subse- 
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quently, pea-sized, flat, reddish edematous 
papules developed on her arms, palms, feet, 
and soles, becoming partly confluent to 
form slightly elevated plaques. 
Histological examination of the miliary 
papules on the shin revealed intraepider- 
mal vesicle formation with some acantho- 
lytic cells (Fig 2). Results of direct immu- 
nofluorescent study of erythema on the 
palm showed anti-IgG antibody located in 
the intercellular area. At present, she is not 
receiving corticosteroid therapy. Papules, 
erythema, or blisters have not recurred. 


Comment.—Penneys et al'* have 
reported chrysotherapy for pemphi- 
gus patients. They reported develop- 
ment of new lesions early in the 
ehrysotherapy. They also reported 
some side effects of chrysotherapy, 
including pityriasis rosea-like skin 
eruption. Skin eruptions induced by 
gold sodium thiomalate can occur in 
various forms: lichen planus-like, se- 
borrheal dermatitis-like, erythema no- 
dosum.’ But, since pemphigus-like or 
histologically acantholytie eruptions 
have, to our knowledge, never been 
reported during the course of chryso- 
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Fig 1.—Miliary reddish papules on shin. 
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Fig 2.—Histopathology of miliary papules 
on shin. Intraepidermal vesicle containing 
some acantholytic cells is observed high in 


epidermis (hematoxylin-eosin, 
magnification X 100). 


original 


therapy, our case may illustrate tran- 

sient exacerbation of the primary 

disease caused by chrysotherapy. 
YUMIKO MIYAMOTO 
MoTOAKI MAEDA 
Kyoto, Japan 

Nonproprietary Name 
and Trademark of Drug 


Gold sodium thiomalate—Myochrysine. 


1. Penneys NS, Eaglstein WH, Indgin S, et al: 
Gold sodium thiomalate treatment of pemphigus. 
Arch Dermatol 108:56-60, 1973. 

2. Penneys NS, Eaglstein WH, Frost P: 
Management of pemphigus with gold compo- 
nents. Arch Dermatol 112:185-187, 1976. 

3. Stone RL, Claflin A, Penneys NS: Erythema 
nodosum following gold sodium thiomalate ther- 
apy. Arch Dermatol 107:602-604, 1973. 


The Proposed Use of H.-Receptor 
Antagonists in Urticaria and Atopic 
Dermatitis 


To the Editor.-Over the past few 
years, it has been learned that H,- 
receptor sites exist on peripheral 
vascular walls and on the surface of 
lymphocytes (possibly polymorphonu- 
clear leukocytes and macrophages as 
well). Grennan et al demonstrated 
effective H,-receptor blockade of xe- 
non clearance from histamine-treated 
canine diarthrodial joints, a model 
providing indirect measure of syno- 
vial perfusion.’ Fermont et al found in 
human skin that pyrilamine (an H,- 
antagonist) and metiamide (an H,- 
antagonist) provided significantly 
greater suppression of histamine- 
induced flares than mepyramine 


alone.” 
Histamine uptake by tuberculin- 
sensitized lymphocytes could be 


blocked by metiamide, suggesting H.- 
receptor sites on these cells.* Hista- 
mine inhibition of T-lymphocyte me- 
diated functions could be effectively 


blocked with H,-antagonists. Cime- 


tidine enhancement of delayed hyper- 
sensitivity responses in skin has been 
shown.° 
Based on the above data, H.-antag- 

onists may be expected to have highly 
beneficial use in diseases of peripheral 
vasodilation, such as urticaria, as well 
as in diseases of impaired T-lym- 
phocyte function, such as the disor- 
ders of atopic dermatitis. Patient 
responses in my practice have thus far 
been good. 

Davip Pastin, MD 

Oakland, Calif 


Nonproprietary Name and 
Trademark of Drug 


Cimetidine— Tagamet. 
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. Pseudofolliculitis Barbae in a 
.. Woman 


`. To the Editor.—We recently saw a case 
. of pseudofolliculitis that was unusual 
- in that it occurred on the neck of a 
. woman and was caused by persistent 
. plucking of hair. 

=. Report of a Case.—A 28-year-old black 
woman had a papular eruption on the left 
< side of her neck for four years (Figure). 
^ Physical examination revealed approxi- 
. mately 30 1- to 2-mm inflammatory 
X papules. In several lesions an ingrown hair 
. was visible. The patient stated that the 
lesions began appearing when she began 
plucking a group of dark hairs in the 
area. 

.. Comment.—Pseudofolliculitis bar- 
bae is a chronic papular and pustular 
eruption of the bearded area. It is 
most often caused by a strongly 
curved shaved hair reentering the 
_ skin a short distance from the follicle. 
. An alternate method of formation, as 
. in this case, oceurs when the hair is cut 
or broken below the skin surface with 
resultant intrafollieular penetration. 
Asa rule the latter type of lesion lasts 
longer since the hair is less able to free 
‘itself. 

¿o Since tightly curved hairs are a 
Negro characteristic, this disease is 
¿almost exclusively limited to blacks 
Who shave. Occurrence on the shaved 
legs, axilla, scalp, and pubic areas are 
-well known.** This case is unusual in 
that pseudofolliculitis occurred in a 


he 


ntrafollicular 





. Papular lesions of mostly i 
. pseudofolliculitis barbae. 
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woman and was due to plucking rath- 
er than shaving. 

Lr CoL RAYMOND L. Garcia, MC 
USAF 

CoL Jonn W. WHITE, JR, MC, USAF 
Lackland Air Force Base, Tex 
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Complication of Jogging 


To the Editor.-Jogging or running 
has become a national obsession. In 
fact, for many people running is an 
actual addiction. At least one runner 
has described it that way. Others have 
spoken of the enormous lift, almost a 
high, they have experienced after 
running. In view of this intensive 
preoccupation with this sport, one 
might expect some complications of 
medical interest. Such side reactions, 
some serious, have been reported. 

Some years ago, before the national 
addiction had set in, a patient came to 
my office who revealed, after some 
questioning regarding his habits, that 
he was a persistent, addicted, compul- 
sive runner. His complaint, however, 
concerned an apparently unrelated 
infection of the upper lip. 

We do not see these infections quite 
so much these days, but in the 40s and 
90s and earlier, sycosis vulgaris and 
infections of areas adjacent to drain- 
ing orifices, especially the external 
auditory canals, the nose, and the 
mouth, were common or at least 
frequent. 

Infections of the hair follicles of the 
upper lip and chin seemed both preva- 
lent and intractable. 

The cause of the vast majority of 
these infections was bacterial. Nev- 
ertheless, antibacterials available at 
the time were quite often inadequate. 
Even the advent of the sulfonamides 
and the antibiotics did not greatly 
change the picture. The persistence of 
a discharge from the adjacent orifice, 
purulent or clear, tended to defeat all 
measures, in addition to the difficulty 
of dealing with the inherent problems 
of reaching deep follicular infections. 

Although current practice will 
frown on such efforts, solutions of 


. metallic compounds usually contain- 


ing mercury or copper and also silver 
were basic. I make certain to mention 
this because these materials were not 
only antibacterial, but also antifun- 
gal. 

In practice at that time, one did not 
always resort to laboratory aids to 
determine the diagnosis. And perhaps 





there was some feeling of pride in * 
establishing clinically what one dealt 
with before resorting to aids, which in 
many instances were imperfect in any 
case. As now, they were relatively 
costly and time consuming. On a 
hunch, therefore, I also prepared a 
fungal eulture. A further deterrent to 
me was the experience that acute 
fungal infections with vesiculation, 
exudation, or pus often failed to yield 
results either on scraping or culture. 

With treatment, the patient's infec- 
tion improved slightly, but rather 
slowly, to his annoyance. In response 
to questioning, he confessed at this 
point that not only did he run several 
miles every day, but that while doing 
so he experienced a considerable nasal 
discharge. On one occasion I had the 
opportunity to see this discharge, 
which, although clear, was indeed 
profuse, tending to spread across his 
upper lip and persist there. It was 
obvious, of course, why he had 
acquired his infection and why it 
persisted and was so difficult to clear, 
even assuming effective treatment. 

The quite obvious response on my 
part was to caution him about his 
running and suggest the part it 
played in his infection. I was also a 
little younger and strongly concerned 
with preventive concepts. I was not 
yet entirely acquainted with this kind 
of defiance of medicine and science, as 
demonstrated by much of the popula- 
tion more recently in the matter of 
cigarette smoking. I also assumed 
that since this infection was so much a 
social and business handicap, he might 
agree to some sacrifice, at least for a 
time. 

To my surprise, his response was 
angry and almost violent. His addic- 
tion to running, even at that time 
when jogging and running for health 
or recreation were rare, was such that 
a suggestion that he give it up or 
eurtail it constituted an attack on his 
life-style that was unforgivable. I 
might as well have attacked his sex 
life or admonished him for taking 
drugs. 

He departed from my office and he 
never returned. In the meantime, his 
eulture grew a T'richophyton rubrum 
colony, but I eould no longer get his 
attention or interest and am not 
aware of his eventual course. Months 
later I caught a glimpse of him 
running as usual. 

I often remember and describe my 
failures as well as my successes, and so 
I discuss his failure with the thought 
that it may not be one of yours. 
MILTON S. Ross, MD 
Miami 
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New penetrating vehicle provides 





Effectiveness l 
made possible by unique 
new penetrating vehicle 


Topicycline’s effectiveness is made possible by 
its unique new vehicle that enhances delivery of 
tetracycline to the site of acne lesions in the skin. 
This vehicle consists of n-decyl methyl sulfoxide 
(an analog of DMSO) and sucrose esters in 
aqueous ethanol. In prototype form, it has been 
proven substantially more effective than aqueous 
ethanol in delivering tetracycline into normal 
skin and acne lesions (Fig. 1). 


skin 
surface 


acne 
lesion 





Fig. 1: Photomicrograph showing tetracycline penetration 
with a prototype Topicycline vehicle. Tetracycline 
fluorescence (yellow) appears throughout the entire lesion. 
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Effective tetracycline 


Efficacy demonstrated 
in three controlled 
clinical studies" 


In these controlled studies, 256 patients with 
diagnosed acne vulgaris were randomly assigned 
to one of three treatment groups: Topicycline 
plus a placebo capsule b.i.d.: topically applied 
placebo liquid plus a 250-mg tetracycline 
hydrochloride capsule b.i.d.: or topically applied 
placebo liquid plus a placebo capsule b.i.d. 

No concomitant acne therapy was administered. 
Overall acne severity was evaluated every 2—3 
weeks using a 0—8 point grading scale. Patients 
were considered to have responded to therapy 

if they exhibited improvement of at least one 
grade point relative to the pretreatment grade 
after 12-13 weeks of therapy. 


More than 7 out of 10 patients 
responded to therapy 


AARAA 


After 12—13 weeks of therapy, 64 of 85 patients 
(75% ) responded to Topicycline therapy, 
whereas 80 of 86 patients (93% ) responded to 
orally administered tetracycline therapy. 











Among patients responding to therapy, 
"Topicycline (tetracycline HCl for topical 
solution) was equal to orally administered 
tetracycline in reducing acne severity 

For those patients responding to Topicycline 
therapy, the average reduction in acne severity 
relative to pretreatment grades was 48% as 
compared to 47% for the group treated with 
orally administered tetracycline (Fig. 2). 


Fig. 2: Reduction in acne severity among 
patients responding to therapy 
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The results achieved with either Topicycline or 
orally administered tetracycline were significantly 
better than those obtained with placebo. 


therapy for acne in a 
safer, topical form 


Topicyciine 








tetracycline HCI for topical solution 


Efficacy further con- 
firmed in seven open 
clinical studies‘ ` 


In seven open studies in which 300 patients were 
treated with Topicycline, improvement of at least 
one grade point was noted in 244 patients (8146) 
after 13 weeks of therapy. Among those patients 
exhibiting such improvement, an average reduc- 
tion in acne severity of 49% was obtained, 
closely paralleling the 4846 reduction observed 
in the controlled studies. 


Continued improvement 
with longer-term use 


In the 13-week studies noted above, 95 out of the 
300 patients remained on Topicycline therapy 

for 51 weeks, and further significant improvement : 
was noted (Fig. 3). 


0 Fig. 3: Reduction in acne severity 
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Weeks of therapy on Topicycline 


Available by prescription only 


Please see last page of this advertisement for a brief summary of prescribing information. 


New penetrating vehicle provides 


Effective tetracycline 


Serum tetracycline levels only 7% as high 
as with orally administered tetracycline 


The serum tetracycline level resulting from 
continuing b.i.d. use of Topicycline is 0.1 ug/ml 
or less. By comparison, an orally administered, 
divided dose of 500 mg of tetracycline hydrochlo- 
ride per day results in a serum level of approxi- 
mately 1.5 ug/ml (Fig. 4). 


Fig. 4: Comparison of serum tetracycline 
levels resulting from treatment with Topicycline 
or orally administered tetracycline 
Orally administered 
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(250 mg b.i.d.) 
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Lower potential for systemic side effects 

The kinds of systemic side effects associated with 
oral or parenteral administration of tetracyclines 
(e.g., various gastrointestinal complaints, vaginitis, 
hematologic abnormalities, manifestations of 
systemic hypersensitivity reactions and dental and 
skeletal disorders) have not been observed with 
Topicycline. Because of Topicycline's topical 

form of administration and its resultant low serum 
levels, it is highly unlikely that such side effects will 
occur from its use. Among the 733 patients treated 
with Topicycline under normal usage conditions 
during clinical evaluation, there was one instance 
of severe dermatitis, following prolonged sun 
exposure, which responded to steroid therapy. 


herapy for acne in a 
safer, topical form 


Topicucling 











lelracucline HCI for topical solution 


Packaged in a convenient 
applicator bottle... 


The active ingredient and vehicle of Topicycline 
are combined by the pharmacist at the time of dis- 
pensing. As dispensed, the bottle contains 70 ml of 
medication—about an 8-week supply for the 
average patient. The bottle's specially designed 
dual-purpose applicator top contains a premea- 
sured quantity of the active ingredient for consis- 
tently accurate constitution of the product by the 
pharmacist. It also permits the patient to apply 
Topicycline directly to affected areas of the skin. 
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Acceptable 
to patients 


Topicycline was found convenient to use on a b.i.d. 
schedule by an overwhelming majority (95% ) of 
patients surveyed in the clinical studies. 

Patients on Topicycline therapy may continue 
their normal use of cosmetics. 

Transient stinging or burning and temporary 
superficial yellowing of the skin in areas of applica- 
tion will occasionally be experienced by most 
patients. However, any superficial yellowing can 
be eliminated by washing, and both of these 
occasional minor side effects were well 
tolerated in the clinical studies. 


References: 1. Blaney, D.J. and Cook, C.H.: Topical 
use of tetracycline in the treatment of acne, Arch. 
Dermatol. 112:971, 1976. 2. Smith, J.G., Jr. et al.: The 
effectiveness of topical and oral tetracycline for acne, 
South. Med. J. 69:695, 1976. 3. Unpublished data on 
file at Procter & Gamble. 4. Frank, S.B.: Topical 
treatment of acne with a tetracycline preparation: 
Results of a multi-group study, Cutis 17:539, 1976. 

5. Wechsler, H.L.: Acne treated with a topical tetra- 
cycline preparation: Results of a one-year multi-group 
study, Int. J. Dermatol. 17:237, 1978. 


Available by prescription only 


Please see last page of this advertisement for a brief summary of prescribing information. 


New from Procter & Gamble 


Effective 
tetracycline therapy 
for acne in a safer, 
topical form 


T ET i s 


(tetracycline HCI for topical solution) 





Description: 

TOPICYCLINE is a topical preparation containing 2.2 mg of 
tetracycline hydrochloride per ml as the active ingredient, as 
well as 4-epitetracycline hydrochloride and sodium bisulfite 
in a base of 40% ethanol, n-decyl methyl sulfoxide and su- 
crose esters. Each package supplies the patient with 70 ml of 
the medication containing 154 mg of tetracycline hydrochlo- 
ride. In order to maintain an effective concentration of tet- 
racycline hydrochloride, TOPICYCLINE contains sufficient 
4-epitetracycline hydrochloride to maintain an equilibrium 
mixture of the two. Sodium bisulfite is included as a color 
stabilizer. 


Actions (clinical pharmacology): 

TOPICYCLINE delivers tetracycline to the pilosebaceous 
apparatus and the adjacent tissues. In clinical studies, use of 
TOPICYCLINE on the face and neck twice daily delivered 
to the skin an average dose of 2.9 mg of tetracycline hydro- 
chloride per day. 


The serum level of tetracycline resulting from continuing 
twice-daily use of TOPICYCLINE is 0.1 ug/ml or less; this 
is the lower limit of detection of the analytical method. By 
comparison, an orally administered divided dose of 500 mg 
of tetracycline hydrochloride per day results in a serum level 
of approximately 1.5 ug/ml. 


Indications: 


TOPICYCLINE is indicated in the treatment of acne vulgaris. 


Contraindications: 

TOPICYCLINE is contraindicated in persons who have 
shown hypersensitivity to any of its ingredients or to any of 
the other tetracyclines. 


Warnings: 

Because the serum level of tetracycline resulting from the 
use of TOPICYCLINE (less than 0.1 wg/ml) is less than 7% 
of that associated with a therapeutic dose of 500 mg/day of 
tetracycline administered orally, liver damage from the use 
of TOPICYCLINE is highly unlikely, even in patients with 
renal impairment. Nevertheless, the warnings associated with 
the use of tetracycline orally should be considered before 
prescribing TOPICYCLINE for patients with renal impair- 
ment. Reproduction studies in rats and rabbits have revealed 


A Product of 
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no evidence of impaired fertility or harm to the fetus from 
TOPICYCLINE. There are no data, however, on use of this 
drug in pregnant women. It is not known whether tetracy- 
cline or any other component of TOPICYCLINE, adminis- 
tered in this topical form, is secreted in human milk. As a 
general rule, nursing should not be undertaken while a pa- 
tient is receiving any drug treatment because many drugs are 
excreted in human milk. 


Precautions: 
This drug is for external use only, and care should be taken 
to keep it out of the eyes, nose, and mouth. 


Adverse reactions: 

Among the 733 patients treated with TOPICYCLINE under 
normal usage conditions during clinical evaluation. there wa 
one instance of severe dermatitis requiring systemic steroid 
therapy. About one-third of patients are likely to experience 
a stinging or burning sensation upon application of 
TOPICYCLINE. The sensation ordinarily lasts no more than 
a few minutes, and does not occur at every application. 
There has been no indication that patients experience suffi- 
cient discomfort to reduce the frequency of use or to discon- 
tinue use of the product. A slight yellowing of the skin in 
the areas of application can be noticed by most users of 
TOPICYCLINE, particularly by those with light complex- 
ions. This condition is superficial, and the color can be 
eliminated by washing. Treated areas of skin vill also 
fluoresce under an ultraviolet light source. The kinds of side 
effects often associated with oral or parenteral administration 
of tetracyclines (e.g., various gastrointestinal complaints, 
vaginitis, hematologic abnormalities, manifestations of 
systemic hypersensitivity reactions, and dental and skeletal 
disorders) have not been observed with TOPICYCLINE. 
Because of TOPICYCLINE’s topical form of administration 
and its resultant low serum levels, it is highly unlikely that 
such side effects will occur from its use. 


Dosage and administration: 

It is recommended that TOPICY CLINE be applied to the af- 
fected areas twice daily, morning and evening. The medica- 
tion should be applied generously until the skin is thoroughly 
wet. Patients may continue their normal use of cosmetics. 


How supplied: 

TOPICYCLINE is supplied in a single carton containing a 
powder and a liquid which must be mixed together by the 
pharmacist or physician prior to dispensing. The 
TOPICYCLINE bottle contains 70 ml of medication as dis- 
pensed. This constitutes about an eight-week supply for pa- 
tients treating the face and neck, and about a four-week sup- 
ply for patients treating other acne-involved areas in addition 
to the face and neck. Differences in individual usage habits 
will result in variation from these averages. TOPICYCLINE 
should be kept at controlled room temperature or below, 
away from excessive heat. TOPICYCLINE may be kept for 
12 months prior to dispensing. After dispensing, the medica- 
tion should be used by the patient within 2 months. 


Caution: 
Federal law prohibits dispensing without prescription. 


For additional information, write Procter & Gamble. 
Professional Services, PO. Box 85507, 
Cincinnati, Ohio 45201, or call 513-977-5547. 
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Insects and Other Arthropods of Medical Impor- 
tance, edited by Kenneth G.V. Smith, 561 pp, with 
illus, $36, New York, John Wiley & Sons Inc, 
1978. l 

For any dermatologists desiring to 
identify an insect, this book is the 
place to start. It replaces A Handbook 


P for the Identification of Insects of 


-> Medical Importance first issued in 





| 1943. In addition, brief comments on 
the biology are supplemented by up- 


to-date and extensive bibliographies. 
This book surely belongs in all medieal 
sehool libraries. | 


Howarp MatiBaCcH, MD | 


San Francisco 


Common Skin Diseases: Diagnosis and Treat- 
ment, ed 3, edited by Howard T. Behrman, MD; 
Theodore A. Labow, MD; and Jack H. Rozen, MD, 
189 pp, with illus, $29.50, New York, Grune & 
Stratton Inc, 1978. 

This is the third edition of a popular 
dermatologic handbook first pub- 
lished in 1965. Its stated goal is to 
provide a manual for students and 
nondermatologists in which there are 
many color photographs (thus elimi- 
nating verbal descriptions), concise 
relevant statements about each dis- 
ease, and specific recommendation for 
therapy. | 

The format is refreshingly straight- 
forward. Fifty diseases are covered in 
alphabetieal order. On the left-hand 


- pages are large, good-quality clinical 
^. photographs. On the right-hand pages 
is written material in telegraphic 


outline form, covering descriptions, 
discussion, and therapy. At the back 
of the book is a dermatologic formula- 
ry that is referred to in each disease 


- therapy section. 


The strength of the book is in this 
clear, concise format. The pictures and 
text provide a quick, easy reference 
for the reader. It is a refreshingly 
easy medical book to read. 

The weaknesses of the book are 
twofold. The first is a disappointingly 
incomplete and confusing approach to 
therapy. 

In the formulary section one finds, 

for example, topical corticosteroids 
listed in many areas. Nowhere is this 


. important group of medications dis- 
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eussed as a whole, with tabular 
comparisons of relative poteney for 
the various brands and concentrations 
available on the market. Some of the 
most popular brands are omitted. 
There is no general discussion of how 
to write prescriptions for dermatolog- 
ical medications, nor is it advised how 
much to order for treatment of a 
given area of skin. This information 
would seem to be most helpful to the 
nondermatologist reader. Similarly, 
sizes of trade preparations are not 


listed, which will require the reader to 


go to another reference to find out 


. how to order them by prescription. 


Some of the recommended treat- 
ments seem oversimplified or out- 
dated. Topieal acne medications, for 


example, are simply listed in a group 


without differentiating between or 
giving specific instruetions for the use 
of tretinoin, benzoyl peroxide, and 
sulfur salicylic acid preparations. This 
might lead the inexperienced clinician 
to prescribe benzoyl peroxide and 
tretinoin to be applied at the same 


time, which would neutralize the treti- 

noin. It also fails to warn about treti- 

noin photosensitivity. Some possibly . -4 
eon 


outmoded therapies are oral polyu 
saturated aeids and 50,000 units 


vitamin A daily for nummular eczema. 


— orrheie dermatitis, scabies, and mo: 
other dermatologic conditions. By 


ey, influence of vehicle, and adr 






















































end of the rotation they are much less 
attracted to books with pictures and | 
instead ask about a solid text that will | 
be a good addition to their libraries, - 
and I gladly recommend several from — 
which to choose. E 

A book of this simplicity does not. 
serve well after the elective is over—it 
is not a book that will be referred to 
again and again as the student's 
sophistieation deepens. I suspect th 
the same would be true of the prac 
ing nondermatologist seeing his or t 
20th ease of atopic dermatitis. — 

In summary, this book is neat a 
readable, but somewhat confusing 
therapeutics. It may be of use f 
nondermatologists in limited situ 
tions. . NA 








Joun R. T. REEVES, M 
Mill Valley, Calif — 





Recent Advances in Dermatopharmac 
edited by Phillip Frost, Edward C. Gomez, : 
Nardo Zaias, 259 pp, with illus, Jamaica, 
Spectrum Publications Ine, 1978. — > 

Recent Advances in Derm 
pharmacology consists of 21 sta 
the-art chapters of diverse conte 
Many of the papers deal with ag 
widely used in the practice of de 
tology: ultramicrosized griseo: 
clotrimazole, miconazol, sulfadiaz 
silver, tar in a gel base, salicylic: 
a gel base, insect repellents; ; 
several aspects of topical cortice 
roids, specifically evaluation of pot 








suppression. xul. 
Three papers deal with an area 

roversy, the use of topical at 
id corticosteroids in combi 






Treatment of tinea capitis includes peutic 


shaving of the scalp hair and topical — : 
antifungals in addition to griseoful- 
vin. Liquid nitrogen cryotherapy is | 


not included in the treatments for tre 


actinic or seborrheic keratoses. _ 


significant weakness of the book lies . 
in its strength—its simplicity and lack | 


of depth. From my experience with 
students taking month-long dermatol- 


ogy electives, I know that they 


initially crave a simple picture book 
like this one. They feel lost when 
presented with a rash and want to be 
able to quickly find a picture like it, 
make the diagnosis, and then read 


about therapy. Unfortunately, clinical | 


medicine is not that simple. They soon 
learn that pityriasis rosea more often 
than not looks unlike any of the four 
pictures of it in the book. The same is 
true of basal cell carcinomas, seb- 





use that are discussed are tran: 





















factor in eandidiasis and coccidio 
mycosis, myeophenolie acid in pso 
sis, topical nonsteroidal anti-infl 
matory drugs, and thalidomide 
polymorphous light-like eruption. — 
Each chapter is written by individu 
als with expertise in their subject 
thus making the volume of value fo 
students of and workers in the partie 
ular areas covered. Also this volume is 
recommended for dermatological li- 
braries. - 
Tuomas H. Rea, MD 

Los Angeles : 
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The Society Proceedings are edited by 
: DrHarry L. Arnold, Jr, Straub Clinic, Hono- 

lulu, Hi 96813. Transactions and photo- 
. graphs should be sent, in duplicate, direct- 
< ly to him. 


PHILADELPHIA DERMATOLOGICAL 
‘SOCIETY 


eb 20, 1976 
T iine C. Johnson, MD, Recorder 


Sézary Celi Syndrome (Small Cell Varl- 
ant). Presented by E. Bonp1, MD, JAMES 
sEYDEN, MD, and Tuomas Ross, MD 


A. 60-year-old man gives a four-year 
tory of recurrent eruptions of the hands 
nd feet that were diagnosed as chromate 
dermatitis. He has had generalized pruri- 
us, intermittent  erythroderma, and 
patehy alopecia for two years. There has 
been a progressive infiltration of the skin 
the forehead and sealp for the past six 
ionths. Physical examination reveals a 
ild erythroderma, hyperkeratosis of 
alms and soles, patehy alopecia, nonten- 
der infiltration of the skin of the forehead, 
ears, and scalp, and bilateral inguinal and 
right epitrochlear lymphadenopathy. A 
‘BC count showed 89% lymphocytes. Bone 
marrow showed 19% plasma cells and 4% 
lymphocytes. Sixty-four percent of the 
circulating lymphocytes formed erythro- 
‘te rosettes. Biopsy specimens of the skin 
and inguinal lymph node were interpreted 
as mycosis fungoides. Chlorambueil (Leu- 
keran) therapy has been ineffective, 











Discussion 


Eric C. VoNpERHEID, MD: I believe the 
ent has Sézary's syndrome: erythroder- 
h atypical cireulating cells. In Séza- 
riginal case, the cells were of giant 
ith folded nuclei, but Lutzner 
howed, using the electron mieroscope, that 
Her cells may show folded or convoluted 
clei, associated with an erythroderma. 
ore recently, it has been discovered that 
rarely is an erythroderma associated with 
Is that appear to be characteristic of 














with the electron microscope shows 
to be T cells instead of the usual B 
ells of chronic lymphocytic leukemia. 
ir treatment of Sézary’s syndrome has 
en topical mechlorethamine (Mustargen) 
hloride, a nitrogen mustard, in 
ombination with drugs given for systemic 
ffects, usually intravenous mechloretha- 
ne hydrochloride or methotrexate. Re- 
have been poor depending on the 
ber of circulating atypical cells that 
ave been present. In general, we are able 
to achieve about 4075 remission rate, but 
lapses are common, and most patients 
die within six months. Death is usually due 
to. infection, perhaps related to the 
. Systemie therapy. | 
^. RAUL FLEISCHMAJER, MD: The protocol 
. Says that the patient has 64% circulating T 
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nic lymphatic leukemia, but examina- 








the normal range. . 


ii: witam the normal range, As 
indicated by 4% EAC rosettes, the 4% B 
cells are not increased either. Are you 
assuming the rest of the cells are null cells? 
In the bone marrow there are 19% plasma 
cells. How often is there an inerease in 
plasma cells in Sézary's disease? This 
sounds confusing to me. 

E. Bonn, MD: I am not sure how 
frequently an inerease in plasma cells is 


norm: 








seen in the bone marrow in patients with 


Sézary's disease. We have had difficulty 
with the classification of this patient's 
disease. Originally, he had an erythroder- 
ma and a WBC count of 92,000/cu mm, and 
the initial diagnosis was chronie lympho- 
cytic leukemia. It was not until after he 
was discharged from the hospital, when 
studies on the cells revealed it was a T-cell 
abnormality, that we began to suspect the 
Sézary syndrome. By the time we readmit- 
ted him, he had classical clinical features of 
infiltration of the face and ears, patchy 
alopecia, erythroderma, and hyperkerato- 
sis of the palms and soles. 

DR VONDERHEID: Some useful data are 
missing. There is not a good commentary 
on the nuclear morphology. In the so-called 
small-cell variant of Sézary's disease you 
still retain some of the convoluted charac- 
ter of the nuclei. That might be some help 
in distinction from chronic lymphocytic 
leukemia. In Sézary’s syndrome, patients 
usually have a long-standing history of 
skin manifestations with relative absence 


of systemic abnormalities. The bone mar- 


row is usually minimally involved, in 
contrast with a great number of atypical 
leukocytes circulating in the blood. I 
believe the final criterion is a lymph node 
biopsy specimen with histologic features of 
mycosis fungoides. 

WAINE C. JOHNSON, MD: The skin biopsy 
specimen does show a large number of 
lymphocytes with convoluted nuclei. From 
that standpoint, you could say that the 
disease was not chronic lymphatie leuke- 
mia but would fit into some type of T cell 
disease. I would like Dr Vonderheid to 
comment on the increase in plasma cells in 
the bone marrow in Sézary's disease. 

Dr VONDERHEID: Generally we have not 
seen an increase in plasma cells in the bone 
marrow. 

STANLEY REKANT, MD: At a National 
Institutes of Health conference, a case of a 
patient with chronic lymphocytic leukemia 
with a dominance of T cells was presented, 
Even though most chronic lymphocytic 
leukemias are B cell in type, one may rarely 
see a T-cell leukemia with erythroderma. 

DR FLEISCHMAJER: Can one establish a 
diagnosis of mycosis fungoides by a lymph 
node biopsy? 

DR JoHNSON: I am not an expert in 
interpretation of lymph nodes, but I would 
need additional information of history or 
skin biopsies. I believe, however, that Dr 
Rappaport feels he can make an objective 
diagnosis on the basis of a lymph node that 
Shows numerous cells with convoluted 
nuclei in the zones between the follicles or 


germinal centers. If you see these features - 


in association with an erythroderma, to 
consider this combination as diagnostic of 
Sézary’s disease is probably reasonable. 








SYNALAR* 

(fluocinoione acetonide} 

CREAM 0.025%, 0.01% 

OINTMENT 0.025% 

SOLUTION 6.04% 

SYNEMOL® Cream 0.025% 

SYNALAR-HP® Cream 0.2% 

Description Synalar* Synemol* and Synala 
the steroid fluocinolone acetonide. Their ch 
6a, Va- difluoro-16a-hydroxyprednisclone-16. 
Synalar cream contains fluocinolone aceto 
or 0.1 mg./g. in a water-washable aqueous 
acid, propylene glycol. sorbitan monostear 
monooieate. polysorbote 60, purified wate: 
with methylparaben and propylparaben as 
Synaiar ointment contains fiuocinolone ace 
mg./g. in a white petrolatum US.P vehicle, 

Synalar solution contains fiuocinolone acetc 
in a water-washable base of propylene glycol 
Syhemol cream contains fiuocinolone acek 
mg./g. in a water-washable aqueous emoll 
steary! gicohol, cetyl alcohol, mineral oit, p 
sorbitan monostearate. polysorbote 60. pur 


_ citric acid. 


Synatar-HP cream contains fluocinolone ac 
in a water-washable aqueous base of steat 
alcohol, mineral oil, propylene glycol. sorbi 
monostearate. polysorbate 60. purified wat 
with methylparaben and propylparaben as 
indications Inflammatory manifestations of 
fesponsive dermatoses. 

Contraindications Topical steroids are cont 
patients with à history of hypersensitivity to c 
components of the preparation. 
synalar-HP* (fluocinolone acetonide) 0.2% c 
be used on infants up to two years of age. 


Precautions if irritation develops, discontinu 
and institute appropriate therapy. 

In presence of an infection istitute use of ar 
antifungal or antibacterial agent. ifa favorc 
does not occur promptly. discontinue the co 
until the infection has been adequately cory 
If extensive areas ore treated or if occlusive. 
used, there will be increased systemic absor 
corticosteroid and suitable precautions sho. 
particulady in children and infants. 


The safety of topical steroids in pregnant wo: 
not absolutely been established, in laborato 
increases in incidences of fetat abnormalitie 
associated with exposure of gestating fema 
corticosterolds, in some cases at rather low t 
Therefore. drugs of this class should not be u 
on pregnant patients. in large amounts or fo 
periods of time. 

These products are not for ophthalmic use. 
Synalar-HP cream should not be used for pro 
and the quantity per day should not exceed 
of formulated material. 

Adverse Reactions Local adverse reactions 
with topical corticosteroids: burning. itching, 
dryness. folliculitis, hypertrichosis, acneform : 
hypopigmentotion, perioral dermatitis, alerg 
dermatitis, maceration of the skin, secondary 


. skin atrophy. striae, miliaria. 


How Supplied l 
Synalar* (fluocinolone acetonide) | 
Cream 0.025% —15 and 60g. tubes and 12€ 
Cream 0.01% —15, 45 and 60g. tubes ond 12t 
Ointment 0.025% —15 and 60g. tubes and. 
Solution 0.04% — 20 ond 60cc. plastic sque 
Synemoi* (fliuocinolone acetonide} 
Cream 0.025% —15 and 60g. tubes. 
Synaiar-HP* (fluocinolone acetonide) 
Cream 0.2% — 12g. tubes. 
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SSS D Ao Whether you choose regular 
A cu UL AQUACARE or “high potency" 
AQUACARE/HP, you'll find that holding 
water is only one of the things they do well. 


AQUACARE /HP for the more severe dry skin problems. With the superb moisturizing 
capability provided by 10% urea, AQUACARE/HP restores suppleness even to severely xerotic skin. 
Enhanced by the hygroscopic action of glycerin, the active water phase (water, urea and glycerin) of 
AQUACARE/HP accomplishes effective hydration where you need it. 

And the AQUACARE/HP active oil phase lubricates severe dry skin by supplementing the reduced 
lipid content and helping to keep water in contact with the dehydrated tissues. And a unique three- 
emulsifier system unifies the phases in an oil-in-water emulsion which resists washoff 


AQUACARE for “everyday” dry skin conditions. AQUACARE, 
with 2% urea, has the same exquisite moisturizing base as its higher potency 
companion. This makes it ideal for minor complaints of dishpan hands, mild 
atopic dermatitis, pruritis, etc. Both AQUACARE and AQUACARE/HP bring 
a silky, soothing, “coolness” to dry skin, by virtue of the oil-in-water emulsion, 
And they are both formulated at a pH of 6 to avoid skin irritation. The lack of an 


oily appearance on the skin helps insure that your “cosmetic conscious” patients 


^ will like AQUACARE'’s looks as well as its feel. 


Excellent com pounding vehicle. Because of their stability, and their 
compatibility with a great many useful dermatological preparations, both 
AQUACARE and AQUACARE/HP are outstanding compounding vehicles. You can't choose a more 


pleasing base for your "tailor-made" prescriptions. 


Mild dry skin problems or severe, AQUACARE is one moisturizing product that really holds water. 
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In this Index in alphabetical order are list 
on under first author only; reference is made from joint authors. Revi 
uthor Index. Names which begin with a prefix are entered under the prefix. 


A 


.. . Abele DC see Lockman DS; Shavin JS. 
Ackerman AB: Trichilemmoma (letter) 286 (Fe) 
- Ackerman AB see Kornberg R; Paniago-Pereira 


C; Scher RK; Wolff HH 

Adam A see Gutman A 

Aeling JL see Nuss DD 

Ahmed AR see Rasmussen JE 

Ainsworth AM see Clark WH Jr 

Alberts DS, Lynch P: Cutaneous plasmacytomas 
in myeloma, 1784 (De) 

Alexander AM: Role of race in seabies infestation 
(letter) 627 (Ap) 

Alexander RW see Hausner RJ 

Algra RJ, Rosen T, Waisman M: Systemic 
absorption of topical clindamycin (letter) 798 
(My) 

Allen TB: Genetic syndrome (letter) 1554 (Oc) 

Alomar A, Giménez-Camarasa JM, de Moragas 
JM: Use of levamisole in atopie dermatitis, 
1316 (Se) 

Alper J see Ment L 

Alper JC, Baden HP, Goidsmith LA: Kindler’s 

. . syndrome, 457 (Mr) 

. Altman J see Stewart DM 

Amblard P, Reymond JL: IgE levels in various 
dermatoses (letter) 289 (Fe) 

Amon RB see Swenson KH 

Anderson PC: Treatment of psoriasis with dialy- 
sis (letter) 966 (Je) 

Anderson TF see Callen JP 

Annamalai R see Taralakshmi VV 

Aoshima T see Tagami H 

Arnold HL Jr: Hyphens and en dashes (letter) 
1242 (Au) 

Arnold HL Jr: Treatment of Hallopeau’s acroder- 
matitis with triameinolone acetonide (letter) 
963 (Je) 

_ Aronberg JM see Bickers DR 

Arons M see Kemp JD 

- Aronson IK, Soltani K, Paik K-i, Rubenstein D, 
 Lorincz AL: Triad of lichen planus, myasthenia 
gravis, and thymoma, 255 (Fe) 

Artis WM see Pauly CR 

Asahi M see Koda H 

Asarch R see Golitz LE 

Aton JK see Shavin JS 

Auger P see Joly J 

Auld WT: Ammonia dermatitis (letter) 1553 
(Oc) 

Ayres S Jr, Mihan R: Scholtz regimen (letter) 
1099 (Jy) 

Azaz B see Lewin-Epstein J 


Baden HP: Hydrocortisone vs high-potency corti- 
costeroid ointments (letter) 798 (My) 

Baden HP: Ichthyosiform dermatosis and deaf- 

. . mess (letter) 1244 (Au) 

.. Baden HP see Alper JC 


AUTHOR INDEX TO VOLUME 114 


Baden TB: Genetic syndrome (letter) 1554 (Oc) 

Baer MT, King JC, Tamura T, Margen S: Acne in 
zinc deficiency (letter) 1093 (Jy) 

Baer RL see Stanley J 

Bansai RC, Cohn H, Fani K, Lynfield YL: Neph- 
rotic syndrome and granulomatous hepatitis in 
secondary syphilis, 1228 (Au) 


Bargman H, Coupe RL: Sézary syndrome, 1360 


(Se). 
Barr JM see Hodge SJ 
Bar RJ, Fujita WH, Graham JH: Eruptive 


. xanthomas associated with intravenous micon- 


 üzole therapy, 1544 (Oc) 


Barr RJ, Graham JH, Sherwin LA: Intravascular 


papillary endothelial hyperplasia, 723 (My) 

Barrett JL see Rau RC 

Barsky S, Knapp D, McMillen S: Trichophyton 
simii infection in US not traceable to poi 
118 (Ja) 

Barsky S, Storino W, Salgea K, Knapp ‘DP: 
Cutaneous leishmaniasis, 1354 (Se) 

Barsky S see Meyers M 

Bart RS, Kopf AW, Rodriguez-Sains RS: Malig- 
nant melanoma (letter) 1551 (Oc) 

Bart RS, Schrager D, Kopt AW, Bromberg J, 
‘Dubin N: Scalpel excision of basal cell carcino- 
mas, 739 (My) 

Bartholome CW see Jacoby WD Jr 

Bashan D see Sandbank M 

Basler RSW, Jacobs Si, Taylor WB: Ichthyosis 
hystrix, 1059 (Jy) 


Basler RSW, Kohnen PW: :Localized hemosidero- 


sis as sequella of acne, 1695 (No) 


Batres E, Knox JM, Wolf JE Jr: Metastatic renal: m 


cell carcinoma resembling pyogenic granulo- 
ma, 1082 (Jy) 

Batres E, Wolt JE Jr, Rudolph AH, Knox JM: 
Transepithelial elimination of cutaneous chro- 
momycosis, 1231 (Au) 

Battle JD Jr see Taylor JS 

Beaff D see Lasser AE 

Beamer B see Gooch JJ 

Beemer FA see Westerhot W 


Bender BL, Kapadia SB, Synkowski DR, Zitelli - 
JA: Lymphomateid granulomatosis preceded 


by chronic granulomatous dermatitis, 1547 
(Oc) 

Benisch B see Peison B 

Berger BW, Hori Y: Multicentric Bowen's disease 
of genitalia, 1698 (No) 

Bergfeld WF: Relapsing polychondritis with posi- 
tive direct immunofluorescence (letter) 127 
(Ja) 

Berman A: Failure of flat warts to recur in 
electrosurgically altered skin, 1797 (De) 

Berman A: Halo around histiocytoma (letter) 
1717 (No) 

Berman A: Halo nevus with exceptional clinical 
features, 1081 (Jy) 

Bernstein B, Leyden JJ: Zinc deficiency and 
acrodermatitis after intravenous hyperalimen- 
tation, 1070 (Jy) 


Bernstein BD see Smith LR 


ed the names of authors of all articles and letters. Full citation: is 
ewers of books are listed in the 


Bickers. DR, Demar LK, DeLeo. v, ol 


| Bowerman J see Jessen RT 
Brandrup F, Hauge M, Henningsen K K, Eriks 


l . Brauner GD: Pseudofolliculitis. capi 


Braun-Falco O see Burg G; Schmoeci 


— Brody HJ, Meltzer HD, Someren A: S 





Beut A see Porter J 
Beutner E see Nisengard RJ. NE 
Beutner EH see Chorzelski TP; Kumar 
Bhatia SG see Vasily DB. — 








rick MB, Aronberg JM, Harber 
vacciniforme, 1193 (Au), correction; 
Bielinski S see Lasser AE A 
Bierman SM: Sabin's poliomyelit 
recurrent. herpes simplex (letter) 109 
Binder WL see Kumar V En 
Binhick AN, Wax FD, Clendenning | j 
mucinosa of face associated wit 
fungoides, 791 (My) 
Binnick S see Fleischmajer R 
Binnick SA: Pityriasis rubra pilaris Te 
to aminonicotinamide, 1348 (Se) - 
Binnick SA see Fleischmajer R . 
Blake MI see Siegal FP 
Blaszczyk M see Nisengard RJ 
Blender SL see Hashimoto K 
Bloch-Shtacher N see Gutman A 
Bloom RF see Mohs FE ! 
Bogaars H see Herstoff JK 
Bondi E, Leyden J, Ross T: Sézary cell syn 
1864 (De) ] 
Botha JBC, Kahn LB: Aggressive ch 
syringoma, 954 (Je) Lied 








Psoriasis in unselected series of t 


deficiency associated with persiste 
‘neous vasculitis, 921 (Je) : 


(Fe). 





Breslow A: Melanoma thickness: ant 
node dissection (letter) 1399 (e) 
Briggaman RA see Long JC = > 
Britton H, Lustig J, Thompson BJ, 
Esterly NB: Keratosis folliculari 
decalvans, 761 (My) pu 
Brodin MB: Enlightened views on free 
dandruff (letter) 1095 (Jy) Vie ee 


lipoma, 1065 (Jy) 
Brody HJ, Stallings WP, Fine RM, ‘Som 
Carcinoid in umbilical nodule, 970 a ) 
Bromberg J see Bart RS : z 
Brownstein MH: Halo nevi without derma 
trate (letter) 1718 (No) 
Brownstein MH see Mehregan AH 
Bures F see Lowe NJ 
Burg G, Schmoeckel C, Braun-Falco o, Ww 
HH: Monocytic leukemia, 418 (Mr) m 
Burgess GH see Schwartz RÀ 
Burnett JW see Henry PG 
Burnham TK: Antinuclear antibodies, 1945 (Se 
Burnham TK see Jacoby WD Jr 
Butkus A see Taylor JS 
Butler ME see Wyrick WJ 
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>: Circulating antibodies reactive with 
cytoplasmic antigens of upper and germinal 
cells of human skin (letter) 1246 (Au) 
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Cabello B see Gomez EC 

Callaway JL see Greist MC 

Callen JP, Anderson TF, Chanda JJ, Taylor WB: 
Bullous pemphigoid and other disorders asso- 
ciated with autoimmune phenomena, 245 (Fe) 
alien JP, Chanda JJ, Stawiski MA: Malignant 
elanoma, 369 (Mr) - 

! JP, Dubin HV: Urticaria and polymyositis, 


(Oc) 
P. 





» Gómez-Bustamente MO, González- 
oza A, Sánchez-Corona J: Familial 
edones, 1807 (De) 

' JR, Millet RE, Cho CT, Vats TS: Primary 
taneous aspergillosis in leukemie child, 78 


“see Gammon WR 

nter CL Jr see Jolly HW Jr 

D see Rower JM 

n TE: Verrucous carcinoma of penis, 1546 


imos C see Harsoulis P 
no A, Schweitzer R, Tong MJ, Omata M: 
ir acrodermatitis of childhood and hepa- 
B infection, 1530 (Oc) 
KL see Dahl MV 
M: Mycobacterium marinum granulo- 
illa K see Happle R 
RI, Sebben JE: Nail deformity with 
ion of distal phalanx (letter) 1717 (No) 
Ri see Weimar VM 
ick JM, Downham TF Il: Topical sulfadia- 
silver for bullous pemphigoid (letter) 803 
dJ, Callen JP: Isolated nodular cuta- 
& histoplasmosis, 1197 (Au) 

JJ, Callen JP: Stevens-Johnson syn- 





A see Downham TF il 
S-h see Feliner MJ 
onti A, Gilgor RS: Pilomatricomas asso- 
with myotonic dystrophy, 1363 (Se) _ 
see Carlile JR 

iski T see Nisengard RJ 

ki TP, Jablonska S, Maciejowska E, 
ner EH, Wronkowski L: Coexistence of 
ancies with bullous pemphigoid (letter) 
k 
iski TP see Kumar V 
.JH, Esswein JG, Garagusi VF: 

sed T cell levels ín patients with warts, 
fey 
an BB: Menthol and dermatitis (letter) 
sen HE see Schmidt H 
sen KC see Weismann K 

phersen J: Epidemiology of scabies in 

enmark, 1900 to 1975, 747 (My) 
d MJ see Kazmlerowski JA 
IW see King DT 
3V: Cutaneous ciliated cysts (letter) 1246 
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WH Jr, Reimer RR, Greene M, Ainsworth 
M, Mastrangelo MJ: Origin of familial malig- 
nant melanomas from heritable melanocytic 
esions, 732 (My) 
nons DE see Nuss DD 
Clendenning WE see Binnick AN 
Coffin GS: Congenital pigment formation (let- 
- ter) 964 (Je) 
Cohn H see Bansal RC 


1870 Arch Dermatol—-Voi 114, Dec 1978 


Jamison TH 


Coop t PA, 
nological evaluation of mycosis fungoides, 207 

— (Fe), correction, 943 (Je) 

Cormane RH see Westerhof W 

Correll GW see Gooch JJ 

Corson JK: Hyperlipidemia, 975 (Je) 

Coskey RJ: Contact dermatitis due to clindamy- 
cin (letter) 446 (Mr), correction, 1038 (Jy) 

Coskey RJ: Contact dermatitis due to multiple 
corticosteroid creams, 115 (Ja) 

Coskey RJ: Contact dermatitis owing to tincture 
of benzoin (letter) 128 (Ja) 

Coupe RL see Bargman H 

Cox AJ see Proctor MS 

Cram DL see Smith SZ 

Cucinell SA: Hypothermia and generalized skin 
disease (letter) 1244 (Au) 

Curth HO: Geneties of follieular atrophoderma, 
1479 (Oc) 


D 


Dabeisteen E see Worsaae N 

Dahl MV, Cates KL, Quie PG: Neutrophil ehemo- 
taxis in patients with atopic dermatitis with- 
out infection, 544 (Ap) 

Dahl MV, Ristow S: Bullous pemphigoid and 
ovarian cystadenocarcinoma, 903 (Je) 

Daman L see Kaplan RJ 

Daman LA, Rosenberg EW, Drake L: Treatment 
of alopecia areata with dinitrochlorobenzene, 
1036 (Jy) 

Daniels TE see Prystowsky SD 

David R see Shafir R 

Davis SA, Kaplan RL: Neurofibromatosis and 
interstitial lung disease, 1368 (Se) 

Dawber RPR: Photo-onycholysis (letter) 1715 
(No) 

Deeken JH: Tape treatment for fiberglass splin- 
ters (letter) 623 (Ap) 

DeFlorio GP see Mendenhall RC 

de Jong JGY see Westerhof W 

Delage G see Joly J 

DeLeo V see Bickers DR 

Delesciuse J: Including all possible sources (let- 
ter) 626 (Ap) ` 

Delleman JW see Westerhof W 

Deluty S see Zizmor J 

Demar LK see Bickers DR 

de Moragas JM see Alomar A 

Denson LJ see Kohn SR 

Deodhar S see Taylor JS 

Depowski M see Pasyk K 

DeQuoy P see Stoughton RB 

DeQuoy PR see Waiter JF 

Desrochers DL see Sayre RM 

Devillez RL see Ream GP 

Dewald G see Dicken CH 

Dicken CH, Dewald G, Gordon H: Sister ehroma- 
tid exchanges in Bloom's syndrome, 755 (My) 

Dobson RL see Gewirtzman GB 

Dolezal JF, Thomson ST: Hand-Schüller-Chris- 
tian disease in septuagenarian, 85 (Ja) 

Dominguez C see Gomez EC 

Domonkos AN: Car! Truman Nelson, 1908-1978, 
1455 (Oc) 

Dorfman RF see Thawerani H 

Doty RD see Goette DK 

Downham TF li, Chapel TA: Bullous pemphigoid, 
1639 (No) 

Downham TF il see Chadwick JM 

Drake L see Daman LA 

Draznin MB, Esterly NB, Fretzin DF: Congenital 
poikiloderma with features of hereditary acro- 
keratotie poikiloderma, 1207 (Au) 

Dubin HV see Calien JP 

Dubin N see Bart RS 

Du Boeuff JA see Oosterling RJ 

Duncan SC, Winkelmann RK: Dermatitis and 
Sézary's cells (letter) 623 (Ap) 

Duncan SC see Gok NC 

Duncan WC see Raimer SS 


Roenigk HH Jr: Selective immu- 








t pod ongenital 


Dupré A, Christo! B: Mibelli's porokeratosis of 
lips, 1841 (De) | . 

Dvoretzky |, Fisher BK, Haker O: Mutilating 
basal cell epithelioma, 239 (Fe) 

Dvoretzky ł see Fisher BK 

Dworin A, Sober AJ: Unilateral segmental hyper- 
hidrosis, 770 (My) 


E 


Ecanow B see Siegel FP 

Echternacht-Happle K see Happie R 

Ecker RI, Schroeter AL: Acrodermatitis and 
acquired zine deficiency, 937 (Je) 

Egbert BM see Price NM 

Elfenbein GJ see Prystowsky SD 

Elpern DJ, Farmer ER: Papillary eccrine adeno- 
ma (letter) 1241 (Au). 

Ely PH: Balance beam alopecia (letter) 968 (Je) 

Ely PH: More on skin closures (letter) 125 (Ja) 

Enami H see Yoshikawa K 

Epstein AM see Vale MA 

Epstein E: Thyroid neoplasms after radiation 
therapy for acne, 1017 (Jy) 

Epstein J see Mathias CGT 

Epstein JH, Fukuyama K, Tuffanelli DL: Review- 
ers for 1977, 529 (Ap) 

Epstein WV see Jamison TH 

Eriksen B see Brandrup F 

Esswein JG see Chretien JH 

Esterly NB see Britton H; Draznin MB 


F 


Faber WR see Westerhot W 

Fallon-Pellicci V see Stanley J 

Fani K see Bansal RC 

Farmer ER, Heiwig EB: Cutaneous ciliated cysts, 
70 (Ja) ; 

Farmer ER see Elpern DJ 

Fauci AS see Kazmierowski JA 

Faure M see Jeune R 

Fawcett N see Roth W 

Feigenbaum S see Kaplan RJ — 

Feliner MJ, Chen AS-h, McCabe JB: Pseudoxan- 
thoma elastieum (letter) 288 (Fe) 

Fellner MJ, Katz JM, McCabe JB: Successful use 
of eyelophosphamide and prednisone for initial 
treatment of pemphigus vulgaris, 889 (Je) 

Feisenstein J see Lee SS 

Fernández-Diez J see Ruiz-Maidonado R 

Fine RM see Brody HJ 

Finn OA, Grant PW, McCallum DI, Raffle EJ: 
Singular dermatosis of mongols, 1493 (Oc) 

Fischbein R see Scher RK 

Fischer J see Kemp JD 

Fisher BK, Dvoretzky l: Idiopathic calcinosis of 
scrotum, 957 (Je) 

Fisher BK see Dvoretzky | 

Fisher LB, Maibach HI, Trancik RJ: Effects of 
occlusive tape systems on mitotic activity of 
epidermis, 384 (Mr) 

Fisher LB, Maibach Hi, Trancik RJ: Variably 
occlusive tape systems and mitotie activity of 
stripped human epidermis, 727 (My) 

Fitzpatrick TB see Parrish JA 

Fleischmajer R, Binnick S: Angiokeratoma 
corporis diffusum (Fabry's disease) 1101 (Jy) 

Fleischmajer R, Jacotot AB, Shore 5, Binnick 
SA: Scleroderma, eosinophilia, and diffuse 
fasciitis, 1820 (Se) 

Fleming TS Jr see Parrish JA 

Flowers FP see Rau RC 

Forman L: Pemphigus vegetans of Hallopeau 
(letter) 627 (Ap) 

Fox JG, Reed C: Cheyletiella infestation of cats 
and their owners, 1233 (Au) 

Freeman RG see Howell JB 

Fretzin DF see Draznin MB | 

Friedenberg WR, West M, Miech DJ, Mazza J£ 
Atypical purpura fulminans with benign mono- 
clonal gammopathy, 578 (Ap) 

















‘Fujita WH see BarRj c 23 
Fukuyama K: Comparative Biology of Skin (Book 
» Review) 1088 (Jy) 
Fukuyama K see Epstein JH 
Fye KH see Prystowsky SD 


G 


Gabrilove JL, Luria M: Persistant gynecomastia 
resulting from scalp inunction of estradiol, 
1672 (No) 

Gammon WR, Caro I, Long JC, Wheeler CE Jr: 
Secondary cutaneous mucinosis with systemic 
lupus erythematosus, 432 (Mr) 

Gans EH see Orris L; Strauss JS 

Garagus! VF see Chretien JH 

Garcia RL, Lewis CW: Dermatology patient 
visits in military (letter) 289 (Fe) 

Garcia RL, White JW Jr: Pseudofolliculitis barbae 
in woman (letter) 1856 (De) 

Garcia RL, White JW Jr, Willis WF: Hydroqui- 
none nail pigmentation (letter) 1402 (Se) 

Garcia RL see Rist T; Willis WF 

Gardner LW see Naversen DN 
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Wyre HW Jr see Johnson WT 

Wyrick WJ, Mader JT, Butler ME, Hulet WH: 
Hyperbarie oxygen treatment of pyoderma 
gangrenosum, 1232 (Au) 


SUBJECT INDEX TO VOLUME 114 


Acanthoma 

large cell, one of the actinic keratoses [Rahbari] 
49 (Ja) 

pilar sheath [Mehregan] 1495 (Oc) 

Acanthosis Nigricans _ 

florid cutaneous papillomatosis [Schwartz] 1803 
(De) ] 

malignant [Leviatan] 281 (Fe) 

Acariasis see Mite infestations 

Acetyisalicylic Acid see Aspirin 

Acne 

contact dermatitis due to clindamycin (letter) 
[Coskey] 446 (Mr), correction, 1038 (Jy) 

curious comedo genesis after lincomycin in 
isopropyl alcohol for (letter) [Scherzer] 799 
(My) | 

dapsone-induced jaundice [Stone] 947 (Je) 

in zine deficiency (letter) [Baer] 1093 (Jy) 

localized hemosiderosis as sequella of [Basler] 
1695 (No) 

oral zine therapy of, absorption and clinical effect 
[Orris] 1018 Jy) d 

reexamination of potential comedogenicity of 
sulfur [Strauss] 1340 (Se) — — | 

systemic absorption of topical clindamycin (let- 
ter) [Voron] (reply) [Algra] 798 (My) 


[Castellano] 1530 (Oc) — 





Yamada M see Tagami H; Yanase K "E 

Yanase K, Yamada M: ‘Pocket-warmer’ therapy - 
of chromomyeosis (letter) 1095 (Jy) 

Yeshurun D see Taunton OD | | 

Yoshikawa K, Enami H, Takahashi A: Focal 
dermal hypoplasia syndrome, 1078 (Jy) 


Z 


Zackheim HS: Should therapeutic coal-tar prepa- 
rations be available over-the-counter? (letter) 
125 (Ja) | "eh 

Zackheim HS: Topical 6-aminonicotinamide plus 
oral niacinamide therapy for psoriasis, 1632 
(No) 

Zalar GL, Poh-Fitzpatrick M, Krohn DL, Jacobs 
R, Harber LC: Induction of drug photosensiti- 
zation in man after parenteral exposure to 
hematoporphyrin 113:1392 (Oc), correction 
114:55 (Ja) 

Zeitz HJ see Wise RD 

Zeliner DC see Menefee MG 

Zitelli JA see Bender BL 

Zizmor J, Deluty S: Diphtherial stomatitis, 1711 
(No) 

Zschunke E: Contact urticaria, contact dermati- 
tis, and asthma from cockroaches (letter) 1715 
(No) 

Zuehlke RL see Weimar VM 


resented in this volume. Books 
OK REVIEWS." 


Acne—Continued 

thyroid neoplasms after radiation therapy for 
[Epstein] 1017 (Jy) : 

topical 5% alcoholic lincomycin solution for (let- 
ter) [Lee] 1551 (Oc) — — 

vulgaris, adolescent, thyroid neoplasms after 
radiation therapy for [Paloyan] 53 (Ja) 

vulgaris, oral methoxsalen photochemotherapy 
for (letter) [Parrish] 1241 (Au) . 

vulgaris, ultraviolet phototherapy and photo- 
chemotherapy of [Mills] 221 (Fe) 

vulgaris, zine sulfate in [Weimar] 1776 (De) 

Acne Keloid see Folliculitis 

Acrodermatitis Ea 

and acquired zinc deficiency [Ecker] 937 (Je) 

and zine deficiency: after intravenous hyperali- 
mentation [Bernstein] 1070 (Jy) 

continua, mutilating (Hallopeau's) [McDonald] 
1385 (Se) 

enteropathica [Leyden] 975 (Je) | 

Hallopeau's, treatment with topical mechloreth- 
amine (letter) [Notowicz] 129 (Ja) 


Hallopeau's, treatment with triameinolone ace- 


tonide (letter) [Arnold] 963 (Je) 
papular, of childhood and hepatitis B infection 








WA 








Actinotherapy see Ultraviolet Therapy 

Addison's Anemia see Anemia, Pernicious 

Adenocarcinoma 

apocrine gland adenoma and, of axilla [Warkel] 
198 (Fe) 

endometrial, metastatic to sealp [Rasbach] 1708 
(No) 

gastrie, florid cutaneous papillomatosis asso- 
ciated with [Schwartz] 1803 (De) 


Adenoma 


apocrine gland adenocarcinoma and, of axilla 
[Warkel] 198 (Fe) 

papillary eccrine adenoma (letter) [Elpern] 1241 
(Au) 

simultaneous occurrence of familial benign 
chronic pemphigus (Hailey-Hailey disease) and 
syringoma on vulva (letter) [King] 801 (My) 

Adenosine Cyclic 3', 5' Monophosphate 

topieal caffeine with hydrocortisone in atopic 
dermatitis [Kaplan] 60 (Ja), (letter) [Siegel] 
1717 (No) 

Adrenal Cortex Hormones 


 ealeinosis cutis circumscripta, treatment with 


intralesional corticosteroid [Lee] 1080 (Jy) 

cicatricial pemphigoid (Brunsting-Perry type), 
case report and immunofluorescence findings 
[Jacoby] 779 (My) 

contact dermatitis due to multiple corticosteroid 
creams [Coskey] 115 (Ja) 

corticosteroids in alopecia totalis [Unger] 1486 
(Oc) 

diffuse fasciitis with eosinophilia [Chanda] 1522 
(Oc) . 

effects of occlusive tape systems on mitotic activ- 
ity of epidermis, with and without corticoste- 
roids [Fisher] 384 (Mr) 

eosinophilic fasciitis [Weinstein] 1047 (Jy) 

fate of pemphigus antibody following successful 
therapy, determinations to regulate therapy 
{O'Loughlin} 1769 (De) 

fetal and maternal risk factors in herpes gesta- 
tionis [Lawley] 552 (Ap) 

glaucoma induced by application of corticoster- 
oids to periorbital region [Nielsen] 953 (Je) 

hydrocortisone vs high-potency corticosteroid 
ointments (letter) [Baden] 798 (My) 

hyperkeratosis of nipples (letter) [Mayock] 1245 
(Au) 

skin lesions in paroxysmal nocturnal hemoglobi- 
nuria [Rietschel] 560 (Ap) 

suppression of corticosteroid-induced atrophy 
and telangiectasia with vitamin A (letter) 


[Rist] 624 (Ap) 
ulcerative sarcoidosis (letter) [Meyers] 447 (Mr) 
Adrenaline see Epinephrine 
Aging 
diaper area granuloma of aged [Maekawa] 382 
(Mr) 


Hand-Schiiller-Christian disease in septuagenar- 
ian [Dolezal] 85 (Ja) 


-. Agnogenic Myeloid Metaplasia see Myeloid 


Metaplasia 

Alcoholism 

acquired zine deficiency dermatosis in man 
[Weismann] 1509 (Oc) 

acrodermatitis and acquired zine deficiency [Eck- 
er] 937 (Je) 

Algae 

dermatitis from purified sea algae toxin (debro- 
moaplysiatoxin) [Solomon] 1333 (Se) 

Alkylating Agents 

response of generalized granuloma annulare to 
[Kossard] 216 (Fe) 

Allergic Dermatitis see Dermatitis, Atopic 

Alopecia 

balance beam (letter) [Ely] 968 (Je) 

destructive scalp, in psoriasis (letter) [Verbov] 
289 (Fe) 

mucinosa of face associated with mycosis 
fungoides [Binnick] 791 (My) 

speckled (particulate) epidermal nuclear IgG 
deposition in normal skin, subset of connective 
tissue disease characterized by antibody to 
a cem nuclear antigen [Prystowsky] 705 
My) | 





totalis, corticosteroids in [Unger] 1486 (Oc) 

uveitis, poliosis, hypomelanosis and, in patient 
with malignant melanoma [Sober] 439 (Mr) 

Alopecia Areata 

dinitrochlorobenzene therapy for [Happle] 1629 
(No) 

hair color and (letter) [Ortonne] 1716 (No) 

treatment with dinitrochlorobenzene [Daman] 
1036 (Jy) 

Alopecia Mucinosa see Alopecia 

Aipha 1-Antitrypsin 

deficieney associated with persistent cutaneous 
vasculitis in child with liver disease [Brandrup] 
921 (Je) 

Aluminum 

chloride, 20% solution and plastic wrap, response 
of unilateral segmental hyperhidrosis to [Dwo- 
rin] 770 (My) 

American Academy of Dermatology 

continuing medical education, albatross or chal- 
lenge? [Sams] 527 (Ap) 

Food and Drug Administration recommenda- 
tions on radiation of benign diseases [Gold- 
schmidt} 1149 (Au) 

American Society of Dermatopathology 

annual meeting, Dec 1, 1978, abstracts, 1831 
(De) 

P-Aminobenzoic Acid see Aminobenzoic Acids 

Aminobenzoic Acids 

allergie contact photodermatitis to para-amino- 
benzoic acid [Mathias] 1665 (No) 

p-, related compounds and systemic lupus (letter) 
[Pereyo-Torrellas] 1097 (Jy) 

6-Aminonicotinamide see Nicotinamide 

Ammonia 

dermatitis (letter) [Auld] 1553, (reply) [Leyden] 
1554 (Oc) 

urinary, and diaper dermatitis, stool burns as 
cause (letter) [Pegum] (reply) [Leyden] 1552 
(Oc) | 

Amphotericin B 

histoplasmosis due to Histoplasma capsulatum 
var duboisii in Canadian immigrant [Nether- 
cott] 595 (Ap) 

unusual case of North American blastomycosis 
[Pirozzi] 1370 (Se) 

Amyloidosis 

familial primary eutaneous, clinical, genetic, and 
immunofluorescent studies [Vasily] 1173 (Au) 

Anaphylaxis 

bacitracin-induced (letter) [Vale] 800 (My) 

Anemia, Addison’s see Anemia, Pernicious 

Anemia, Hemolytic, Autoimmune 

vitiligo, chronic thrombocytopenia and [Walters] 
1366 (Se) 

Anemia, Macrocytic 

x-linked dyskeratosis congenita with pancytope- 
nia [Gutman] 1667 (No) 

Anemia, Megaloblastic see Anemia, Macrocyt- 
ic 

Anemia, Pernicious 

bullous pemphigoid and other disorders asso- 
ciated with autoimmune phenomena [Callen] 
245 (Fe) 

Aneurysm 

of superficial temporal artery [Lewis] 587 (Ap) 

Angiltis see Vasculitis 

Angicendothelioma see Hemangioendothelio- 
ma 

Angiofibroma see Angioma, Sclerosing 

Angioimmunoblastic Lymphadenopathy 

generalized lymphoproliferative disorder with 
cutaneous manifestations [MatloiT] 92 (Ja) 

Angiokeratoma Corporis Diffusum 

Fabry's disease in 48-year-old man [Fleischmaj- 
er] 1101 (Jy) 

Angiolymphoid Hyperplasia 

with eosinophilia [Henry] 1168 (Au) 

Angioma, Sclerosing 

giant angiofibroma in tuberous sclerosis [Willis] 
1843 (De) 

Angioneurotic Edema 

dermatologic manifestations of hypereosino- 
philie syndrome [Kazmierowski] 531 (Ap) 





Angiosarcoma” OR 3 
intravascular papillary endothelial hyperplasia 




































































benign lesion mimicking [Barr] 723 (My) — 
Anthracene I TE 
with near ultraviolet light inhibiting epiderma 
proliferation [Walter] 1463 (Oc) | 
Anthralin m 
coexistent psoriasis and bullous pemphigoid. 
[Koerber] 1643 (No) as 
Anthraquinones 
allergie contact dermatitis to 1,4-bis(isoprop; 
lamino)anthraquinone, caused by felt-ti 
marker pen [Miller] 1793 (De) ; 
Antibiotics | 
diffuse pustular eruptiog associated with ules 
tive eolitis [O'Loughlin] 1061 (Jy) 
topical, sensitization to (letter) [Hersto 
(Se) ; 
Antibodies e 
circulating, reactive with cytoplasmic a 
upper and germinal cells of human skit 
[Van Joost] 1245, (reply) [Bystryn] 124 
complement-fixing pemphigus [Hashimoto 
man eating tiger? bullous disease of c 
(letter) [Spatz] (reply) [Shman 
hyphens and en dashes (letter) [ 
(Au) AM. 
pemphigus, fate of, following successf 
determinations to regulate therapy 
lin] 1769 (De) a 
Antibodies, Antinuclear see Antinuci 
tors z 
Antigens BE 
Candida, palmar and plantar pustulo 
by [Uehara] 730 (My) ET 
circulating antibodies reactive wit} 
antigens of upper and germinal c 
skin (letter) [Van Joost] 1245, (rei 
1246 (Au) WE 
Antihistaminics see Histamine ` 
Blockaders VP od 
Antimalarials a 
lupus mastitis [Harris] 410 (Mr): 
Antimony | uox 
sodium gluconate, treatment. of cuta 
maniasis with [Koerber] 1226 (Au) 
Antineoplastic Agents oe 
mycosis fungoides with pulmonary ii 
complete remission [Stein] 247 (Fe 
Antinuclear Factors ME 
antibodies, simplified classification o 
immunofluoreseent patterns [Burnh 
(Se) | at 
speckled (particulate) epidermal. nu 
deposition in normal skin, subset o 
tissue disease characterized by. 


perianal basal cell carcinoma [Kraus 
Aphthae see Stomatitis, Aphthous 
ARCHIVES OF DERMATOLOGY > 
resident’s page, new feature section, ` 
reviewers for 1977 [Epstein] 529 (Ap) 
Argentatfinoma see Carcinoid Tumor 
Argyria INE. 
generalized, clinicopathologic features 

chemical studies [Pariser] 378 (Mr) 
Armed Forces Personnel see Military 
Arsenic - 
intake, relationship to internal malignant. 

plasms [Reymann] 378 (Mr) I 
nasopharyngeal carcinoma associated with 1 

term ingestion of [Prystowsky] 602 (Ap) . 
Arterial Occlusive Diseases T 
cutaneous and subcutaneous endarteritis obliter 

ans [Kossard] 1652 (No) z 
Arteriosclerosis QA 
cutaneous and subcutaneous endarteritis obliter- 








© ans[Kossard] 1652(No) ——— 
Arthritis — — d 
Lyme, erythema ehronicum migrans and (letter) 
[Goldman] (reply) [Naversen] 1244 (Au) 
Arthritis, Rheumatoid 

bullous pemphigoid and other disorders asso- 
-ciated with autoimmune phenomena [Callen] 
- 245 (Fe) 

*ieatricia! pemphigoid and [Spigel] 415 (Mr) 
glittering with gold therapy (letter) [Kohn] 287 
<. (Fe) 

























iant atrophic papulosis, treatment with 
amole and [Stahl] 1687 (No) 


zc 


8 of erythromelalgia [Jorgensen] 112 


ict urticaria, contact dermatitis and, from 
roaches (letter) [Zschunke] 1715 (No) 
sclerosis see Arteriosclerosis 

Foot see Tinea Pedis 

see Sports 


id-induced telangiectasia and, sup- 
with vitamin A (letter) [Ríst] 624 


< atrophic papulosis, treatment with 

and dipyridamole [Stahl] 1687 (No) 
dies 

nity and vitiligo (letter) [Harsoulis] 





ent-fixing pemphigus antibodies [Ha- 
oto] 1191 (Au) — — 

xanthoma elasticum, autofluorescent find- 
ter) [Fellner] 288 (Fe) 

olyehondritis with positive direct 
uorescence (letter) [Bergfeld] 127 


une Diseases — 
iphigoid and other disorders asso- 
ith autoimmune phenomena [Callen] 


oculation tuberculosis of skin, prosec- 
onychia [Goette] 567 (Ap) 
see Dapsone 


gland adenoma and adenocarcinoma of 


see Sultasalazine 


teraction of dermatophytes and, in 
ital athlete's foot [Leyden] 1466 (Oc) 
nfections 

isease, immunologic study [Marks] 1336 





antigens of upper and germinal cells of human 
skin (letter) [Van Joost] 1245, (reply) [Bystryn] 

1246 (Au) | 

"Basement Membrane 

coexistence of bullous pemphigoid and systemic 
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lupus erythematosus [Kumar] 1187 (Au) x . Common Skin Diseases: 





ing 
Benzathine Peniciilin see Penicillin G, Benza- 
thine 
Benzoin 
contact dermatitis owing to tincture of (letter) 
[Coskey] 128 (Ja) 
Benzoyl Peroxide 
bacteriology of chronic leg ulcers [Lookingbill] 
1765 (De) 
Besnier-Boeck Disease see Sarcoidosis 
Beta Carotene 
hydroa vaceiniforme [Bickers] 1193 (Au), correc- 
tion, 1642 (No) _ iz 
in congenital porphyria (letter) [Sneddon] 1242, 
(reply) [Stretcher] 1243 (Au) 
induction of drug photosensitization after paren- 
teral exposure to hematoporphyrin not modi- 
fied by [Zalar] 113:1392 (Oc), correction, 114:55 
(Ja) 
Betadexamethasone see Betamethasone 
Betamethasone 
topical caffeine with hydrocortisone in atopic 
dermatitis compared to [Kaplan] 60 (J a) 
Betamethasone Valerate 
studies on fluocinonide vs (letter) [Robins] 623 
(Ap) 
Blopsy 
bacteriology of chronic leg ulcers [Lookingbill] 
1765 (De) 
histopathology of oral lesions of discoid lupus 
erythematosus [Shklar] 1031 (Jy) 
immunofluorescence of specimens, comparison of 
methods of transportation [Nisengard] 1329 
Blacks 
angioendothelioma, unusual ease in American 
black [Greist] 1690 (No) 
basal cell nevus syndrome in black patient, case 
report, literature review [Martin] 1356 (Se) 
clinical syndrome of chemotaxis defect, infec- 
tions, and hyperimmunoglobulinemia E [Wyre] 
74 (Ja), (letter) [Rebora] (reply) [J ohnson] 1854 
(De) 


pseudofolliculitis barbae in woman (letter) [Gar- 
eia] 1856 (De) 

pseudofolliculitis capitis (letter) [Brauner] (reply) 
[Odom] 290 (Fe) 

quiddity of head louse (letter) [Litt] 1099 (J y) 

scabies in, request for data (letter) [Kelly] 1245 
(Au) 

Blastomycosis 

North American, unusual ease of [Pirozzi] 1370 
.(Se) 

Bleomycin 

intra-arterial, treatment of oral florid papilloma- 
tosis with, Holter catheter for [Hagedorn] 1083 
Wy) 

Blister 

necrotizing fasciitis [Koehn] 581 (Ap) 

Block Out see Padimate A 

Blood Celis 

mycosis fungoides with blast cell transformation 
[Harrington] 611 (Ap) 

Bloom's Syndrome 

sister chromatid exchanges in [Dicken] 755 
(My) 

Boeck's Sarcoid see Sarcoidosis 

Bone Marrow . 

fibrosis, Sézary syndrome, case showing periph- 
eral neuropathy and [Bargman] 1360 (Se) 

transplantation, graft-vs-host reaction with sat- 
ellite cell necrosis after (letter) [Saurat] 801, 
(reply) [Odom] 802 (My) 

Bone Neoplasms 


multiple cutaneous metastases of seapular chon- 


drosarcoma [King] 584 (Ap) 
BOOK REVIEWS . 
Behrman HT, Labow TA, Rosen JH, eds: 











Diagnosis and Treat-.. 










‘ment, ed 3,1863 (De) ^ 

Braun-Faleo O, Margheseu S, eds: Fortschritte 
der praktischen Dermatologie und Venerolo- 

gie, 794 (My) 

Drill. VA, Lazar P, eds: Cutaneous Toxicity, 306 
(Fe) 

Frazier CA: Psychosomatic Aspects of Allergy, 
469 (Mr) 

Frost P, Gomez EC, Zaias N, eds: Recent 
Advances in Dermatopharmacology, 1863 (De) 

Magnus IA: Dermatological Photobiology: Clini- 
cal and Experimental Aspects, 1249 (Au) 

Marks R, Samman PD, eds: Dermatology, 306 
(Fe) 

Martineaud J-P, Seroussi S: Physiologie de la 
Cireulation Cutanée, 1088 (Jy) 

Marzuli FN, Maibach H, eds: Advanees in 
Modern Toxicology, vol 4, Dermatotoxicology 
and Pharmacology, 469 (Mr) 

Orkin M, Maibach HI, Parish C, Schwartzman 
RM, eds: Seabies and Pediculosis, 1088 (Jy) 
Rassner G: Atlas der Dermatologie und Venero- 

logie, 794 (My) 

Reeves JRT: Questions and Answers About Acne, 
620 (Ap) 

Rook A, ed: Recent Advances in Dermatology, vol 
4, 140 (Ja) 

Sedano HO, Saik JJ Jr, Gorlin RJ: Oral Manifes- 
tations of Inherited Disorders, 620 (Ap) 

Smith KC, ed: Science of Photobiology, 1249 
(Au) 

Smith KGV, ed: Insects and Other Arthropods of 
Medical Importance, 1863 (De) 

Spearman RIC, ed: Comparative Biology of Skin, 
1088 (Jy) 

Weber G: Photochemotherapie, 1249 (Au) : 

Bourneville's Disease see Tuberous Sclerosis 

Bowen's Disease see Carcinoma, Epidermoid 

Brain 

mycosis fungoides involving optie nerves and 
[Pariser] 397 (Mr) 

Brain Diseases, Metabolic 

Menkes' syndrome (kinky hair disease) [Grover] 
1727 (No) 

Brain Neoplasm 

combined immunotherapy of malignant melano- 
ma, unusual survival following cerebral metas- 
tasis [Spitler] 1501 (Oc) 

Breast - 





hyperkeratosis of nipple and areola [Schwartz] 
1844 (De) 

hyperkeratosis of nipples (letter) [Mayock] 1245 
(Au) | 

Breast Neoplasms 

basal cell carcinoma of nipple [Lupton] 1845 
(De) : 

careinoma of inframammary crease [Waisman] 
1520 (Oc) > 

carcinoma metastatic to eyelids [Weimar] 461 
(Mr) 

carcinoma, multiple trichoepithelioma and, si- 
multaneous appearance of epithelioma ade- 
noides cysticum and infiltrating lobular carci- 
noma of breast [Sandbank] 1230 (Au) 

Bromides 

bromoderma [Smith] 458 (Mr) 

Brunsting-Perry Clcatricial Pemphigoid 

case report and immunofluorescence findings 
[Jacoby] 779 (My) 

Builous Skin Diseases see Skin Diseases, 
Bullous 

Bursa-Dependent Lymphocytes see B-Lympho- 
cytes 


diaper area granuloma of aged [Maekawa] 382 
(Mr) 
c 
Caffeine 


topical, with hydrocortisone in atopic dermatitis 
[Kaplan] 60 (Ja), (letter) [Siegel] 1717 (No) 





Calcification, Pathologic see Caicinosis 











Calcinosis. ae 

cutis cireumseripta, treatment wit 
corticosteroid [Lee] 1080 (Jy) —— 

idiópathie, of scrotum [Fisher] 957 (Je) 

Callosities 

hereditary painful [Roth] 591 (Ap) 

Calmette-Guerin Bacillus see Mycobacterium 
bovis 

Cancer see Neoplasms 

Candida 

antigen, palmar and plantar pustulosis elicited by 
[Uehara] 730 (My) 

role of microorganisms in diaper dermatitis 
[Leyden] 56 (Ja) 

Candidiasis see Moniliasis 

Canker Sore see Stomatitis, Aphthous 

Carbomer 934P 





reexamination of potential comedogenicity of 


sulfur [Strauss] 1340 (Se) 

Carbopol 934P see Carbomer 934P 

Carcinogens 

increased sensitivity of xeroderma pigmentosum 
skin fibroblasts to (letter) [MeCormick] 1716 

|. {No) 

Carcinoid Tumor 

in umbilical nodule [Brody] 570 (Ap) 

Carcinoma 

adenoid cystic, malignant neoplasms of parana- 
sal sinuses involving skin [King] 1681 (No) 

breast, metastatic to eyelids [Weimar] 461 (Mr) 

breast, multiple trichoepithelioma and, simulta- 
neous appearance of epithelioma adenoides 
eysticum and infiltrating lobular carcinoma of 
breast [Sandbank] 1230 (Au) 

metastatic renal cell, resembling pyogenic granu- 
loma [Batres] 1082 (Jy) 

nasopharyngeal, associated with long-term arse- 
nie ingestion [Prystowsky] 602 (Ap) _ 

of inframammary crease [Waisman] 1520 (Oc) 

of stomach with malignant acanthosis nigricans 
[Leviatan] 281 (Fe) 

primary adenoid cystie, of skin [Headington] 421 
(Mr) 

thyroid neoplasms after radiation therapy for 
adolescent acne vulgaris [Paloyan] 53 (Ja) 

Carcinoma, Basal Cell 

aggressive, of sealp [Gormley] 782 (My) 

aspiration metastases from, 92d known case 
[Guillan] 589 (Ap) 

basal cell nevus syndrome in black patient, case 
report, literature review [Martin] 1356 (Se) 

invasive, tendency of fluorouracil to conceal deep 
foci of [Mohs] 1021 (Jy) 

linear unilateral basal cell nevus with comedo- 
like lesions [Horio] 95 (Ja) 

mutilating basal cell epithelioma [Dvoretzky ] 239 
(Fe) 

of nipple [Lupton] 1845 (De) 

perianal [Kraus] 460 (Mr) 

relationship between arsenic intake and internal 

.. malignant neoplasms [Reymann] 378 (Mr) 

scalpel excision of [Bart] 739 (My) 

surgieal therapy for basal cell epitheliomas by 
curettage only [MeDaniel] 1491 (Oc) 

Carcinoma, Epidermoid 

macular Bowen’s disease [Weigand] 282 (Fe) 

multicentric Bowen’s disease of genitalia, spon- 
taneous regression of lesions [Berger] 1698 
(No) 

Carcinoma, Papillary 

verrucous, of penis, successful treatment with 
eryosurgery and topical fluorouracil [Carson] 
1546 (Oc) 

Carcinoma, Squamous Cell see Carcinoma, 
Epidermoid 

Cardiovascular System 

pseudoxanthoma (letter) [Schwartz] 1400 (Se) 

Caricatures 

lady and flea (letter) [Goldman] 966 (Je) 

Carotene see also Beta Carotene 

carrots and photodermatitis (letter) [Rattet] 

Neal [Mathews-Roth] 1401 (Se) 


relapsing polychondritis with positive direct 





thintralesional — immu ofluorescence 


Qa 
Cartoons see Caricatures 
Catheterization 
treatment of oral florid papillomatosis with 
intra-arterial bleomycin, Holter catheter for 
[Hagedorn] 1083 (Jy) 
Cats 
Cheyletiella infestation of cats and their owners 
[Fox] 1233 (Au) 
Celts 
balloon cell nevus, clinical and histologie charac- 
teristies [Goette] 109 (Ja) 
man eating tiger? bullous disease of childhood 
(letter) [Spatz] (reply) [Shmunes] 125 (Ja) 
hyphens and en dashes (letter) [Arnold] 1243 
(Au) 
nevus of large spindle and/or epithelioid cells 
(Spitz's nevus) [Paniago-Pereira] 1811 (De) 
Cellular Inclusions 
cytoplasmic, Sézary syndrome, case with fetal- 
type glycogen and lymphocytic lymphoma 
[Menefee] 772 (My) 
Cerebrum see Brain 
Cheilitis 
granulomatosa, successful treatment with com- 
bined local triameinolone injections and sur- 
gery [Krutchkoff] 1203 (Au) 
Chemotaxis 
clinical syndrome of infections, hyperimmuno- 
globulinemia E, and defect of [Wyre] 74 (Ja), 
(letter) [Rebora] (reply) [Johnson] 1854 (De) 
hyperimmunoglobulin E syndrome [Stanley] 765 
(My) 
incontinentia pigmenti, evidence for both neutro- 
phil and lymphocyte dysfunction [Jessen] 1182 
(Au) 
neutrophil, in patients with atopie dermatitis 
without infection [Dahl] 544 (Ap) 
pyoderma gangrenosum, abnormal monocyte 
function corrected in vitro with hydrocortisone 
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'poeket-warmer' therapy of chromomycosis (let- 
ter) [Yanase] 1095 (Jy) 
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1400 (Se) 
immunofluorescence of hiopsy specimens, com- 
parison of methods of transportation [Nisen- 
gard] 1329 (Se) 
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Dermatosclerosis see Scleroderma, Circum- 
scribed 
Diabetes Mellitus 
bullous pemphigoid, therapy in patients with and 
without [Downham] 1639 (No) 
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tissue disease characterized by antibody to 
extractable nuclear antigen [Prystowsky] 705 
(My) 

superior vena caval syndrome [Price] 1056 (Jy) 

Edison, Thomas A. (1847-1931) 

enlightened views on freckles and dandruff from 
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elimination [Schwartz] 279 (Fe) 
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Endarteritis 

obliterans, cutaneous and subcutaneous [Kos- 
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cutaneous sinus tracts of dental origin [Lewin- 

Epstein] 1158 (Au) 

Fleas 

lady and flea (letter) [Goldman] 966 (Je) 
Flubenisolone see Betamethasone 
Fluocinolone 

Scholtz regimen in atopic dermatitis (letter) 

[Tompkins] (reply) [Ayers] 1099 (Jy) 
Fluocinonide 
studies on betamethasone valerate vs (letter) 

[Robins] 623 (Ap) 

Fluorescent Antibody Technic 

antinuclear antibodies, simplified elassifieation 
of nuclear immunofluorescent patterns [Burn 
ham] 1343 (Se) 

cicatricial pemphigoid (Brunsting-Perry type), 
case report and immunofluorescence findings 

[Jacoby] 779 (My) 
familial primary cutaneous amyloidosis [Vasily] 

1113 (Au) 
graft-vs-host reaction, satellite cell necrosis after 

bone marrow transplantation (letter) [Saurat] 
801, (reply) [Odom] 802 (My) 
herpes gestationis, immunofluorescence studies 
(letter) [Schiffner] 448 (Mr) 
immunofluorescence of biopsy specimens, com- 
parison of methods of transportation [Nisen- 
gard] 1329 (Se) 

lupus band test (letter) [Olsen] (reply) [Monroe] 
126, (letter) [Monroe] 128 (Ja) 

pemphigus vegetans of Hallopeau (letter) [For- 
man] 627, (reply) [Nelson] 628 (Ap) 

pseudoxanthoma elastieum, autofluorescent find- 
ings (letter) [Fellner] 288 (Fe) 

recurrent. aphthous stomatitis, immunofluores- 
cence study [Ullman] 955 (Je) 

relapsing polychondritis with positive direct 
immunofluorescence (letter) [Bergfeld] 127 
(Ja) | 

speckled (particulate) epidermal nuclear IgG 
deposition in normal skin, subset of connective 
tissue disease characterized by antibody to 
extractable nuclear antigen [Prystowsky] 705 
(My) l 

Fluorouracil 

intralesional, treatment of keratoacanthomas 
with [Odom] 1779 (De) 

Mibelli’s porokeratosis of lips [Dupré] 1841 (De) 

photosensitivity due to derivative of [Horio] 1498 
(Oc) | 

tendency to conceal deep foei of invasive basal 
cell carcinoma [Mohs] 1021 (Jy) 

topical, successful treatment of verrucous carci- 
noma of penis with cryosurgery and [Carson] 
1546 (Oc) 

Focal Dermal Hypoplasia Syndrome 

second known case in Japan [Yoshikawa] 1078 
(Jy) 

Follicular Atrophoderma 

genetics of [Curth] 1479 (Oc) 

Folliculitis 

contact dermatitis to homomenthyl salicylate 
[Rietschel] 442 (Mr) 

diffuse pustular eruption associated with ulcera- 
tive colitis [O'Loughlin] 1061 (Jy) 

pseudofollieulitis barbae in woman (letter) [Gar- 
cia] 1856 (De) 

pseudofolliculitis eapitis (letter) [Brauner] (repiy) 
[Odom] 290 (Fe) 

singular dermatosis of mongols [Finn] 1493 (Oc) 

Food Hypersensitivity 

gluten sensitivity (letter) [Contorer] 1400 (Se) 

Foot 

mal perforans and spina bifida occulta [Lock- 
man] 404 (Mr) 

mycetoma-like infection caused by previously 

undescribed bacterium [Hoffman] 1199 (Au) | 











1 


(My) ———. 


Sézary cell syndrome (small cell variant) [Bondi] 
1864 (De) 

Foreign Bodies 

tape treatment for fiberglass splinters (letter) 
[Deeken] 623 (Ap) 

Freckles see Lentigo 

Freezing see Cryogenic Surgery; Cryotherapy 

Fungizone see Amphotericin B 

Fungus Diseases see Mycoses 


G 
Ganato! see Sulfamethoxazole 
Gangrene 
bullous pyoderma gangrenosum and acute leu- 
kemia [Sheps] 1842 (De) 
hyperbaric oxygen treatment of pyoderma gan- 
grenosum [Wyrick] 1232 (Au) 
pyoderma gangrenosum, abnormal monocyte 
_ function corrected in vitro with hydrocortisone 
[Norris] 906 (Je) 
Genetics, Human see also Hereditary Diseases 
causes and genetie predisposition in porphyria 
cutanea tarda (letter) [Tio] 129 (Ja) 
coexistence of 2 types of porphyria in 1 family 
[Levine] 613 (Ap) 
familial comedones, evidence for autosomal 
dominant inheritance [Cantá] 1807 (De) 
familial primary cutaneous amyloidosis [Vasily] 
1173 (Au) 
of follicular atrophoderma [Curth] 1479 (Oc) 
reticulate pigmented anomaly of flexures, Dowl- 
ing Degos disease, new genodermatosis [Jones] 
1150 (Au) 
psoriasis in unselected series of twins [ Brandrup] 
874 (Je) 
2 brothers with ichthyosis congenita with thymic 
involution [Watanabe] 1225 (Au) 
urticaria pigmentosa in identical twins [Rockoff] 
1227 (Au) 
Genitourinary System see Urogenital System 
Geotrichosis see Mycoses 
Gianotti-Crosti Syndrome 
papular acrodermatitis of childhood and hepatitis 
B infection [Castellano] 1530 (Oc) 
Giant Cell Tumors | 
of tendon sheath involving skin [King] 944 (Je) 
Gingiva 
benign mucous membrane pemphigoid in 18- 
year-old woman (letter) [Worsaae] 1093 (Jy) 
Glass 
tape treatment for fiberglass splinters (letter) 
[Deeken] 623 (Ap) 
Glaucoma 
induced by application of corticosteroids to peri- 
orbital region [Nielsen] 953 (Je) 
Glomangioma 
multiple progressive, laser treatment of (letter) 
[Goldman] 1853 (De) 
Glomerulonephritis 
Lucio’s phenomenon and diffuse nonnodular 
lepromatous leprosy [Rea] 1023 (J y) 
Glomeruloscierosis, Focal see Glomerulone- 
phritis 
Glucagon 
glucagonoma syndrome, distinetive cutaneous 
marker of systemic disease [Swenson] 224 
(Fe) 
Gluconates 
treatment of cutaneous leishmaniasis with anti- 
mony sodium gluconate [Koerber] 1226 (Au) 
Giuteal Region see Buttocks 
Gluten 
sensitivity (letter) [Contorer] 1400 (Se) 
Glycogen 
fetal-type, Sézary syndrome with lymphocytic 
lymphoma and [Menefee] 772 (My) 
Gold 


‘childhood pemphigus treated with [Paltzik] 768 


(My) 










glittering wit it erapy using. (let er) [Kohn] 287 


Fe) E 
sodium thiomalate, pemphigus adasa is (let- 
ter) [Miyamoto] 1855 (De) 


Government 

federal, dermatologists vs (letter) [Samuelson] 
1095 (Jy) 

Gratt-vs-Host Reaction 


satellite cell necrosis after bone marrow trans- 
plantation (letter) [Saurat] 801, (reply) [Odom] 
802 (My) 
satelite cell necrosis preferred term (letter) 
[Scherzer] 289 (Fe) 
Granulocytes see Leukocytes 
Granuloma 
annulare at sites of healing herpes zoster [Guill] 
1383 (Se) 
annulare, generalized, response to alkylating 
agents [Kossard] 216 (Fe) 
cheilitis granulomatosa, successful treatment 
with combined loeal triameinolone injections 
and surgery [Krutehkoff] 1203 (Au) 
diaper area granuloma of aged [Maekawa] 382 
(Mr) 
lymphomatoid granulomatosis after immunosup- 
pression for pemphigus [Jauregui] 1052 (Jy) 
lymphomatoid granulomatosis preceded by 
chronic granulomatous dermatitis [Bender] 
1547 (Oc) 
Mycobacterium marinum [Catinella] 1564 (Oc) 
nephrotie syndrome and granulomatous hepatitis 
in secondary syphilis [Bansal] 1228 (Au) 
pyogenic, metastatic renal cell carcinoma resem- 
bling [Batres] 1082 (Jy) 
red poster paint tattoo (letter) [Schmidt] 965 
(Je) 
transepithelial elimination of cutaneous chromo- 
mycosis [Batres] 1231 (Au) 
Granulomatous Disease, Chronic 
granulomatosis disciformis chroniea et progressi- 
va with lymphadenopathy [Miura] 1224 (Au) 
Gronbiad-Strandberg Syndrome see Pseudo- 
xanthoma Elasticum 

Growth 

keratosis follicularis spinulosa decalvans, infant 
with failure to thrive, deafness, and recurrent 
infections [Britton] 761 (My) 

Growth Disorders 

hereditary congenital hypopigmented and hyper- 
pigmented macules [Westerhof] 931 (Je) 

sister chromatid exchanges in Bloom's syndrome 
[Dieken] 755 (My) 

Gums see Gingiva 

Gymnastics 

balance beam alopecia (letter) [Ely] 968 (Je) 

Gynecomastia 

persistent, resulting from scalp inunction of 
estradiol, model for [Gabrilove] 1672 (No) 


H 


Hair 

angiolymphoid hyperplasia with follicular muci- 
nosis [Wolff] 229 (Fe) 

color and alopecia areata (letter) [Ortonne] 1716 
(No) 

cutis punctata linearis colli (letter) [Pinkus] (re- 
ply) [Butterworth] 625 (Ap) 

Menkes' syndrome (kinky hair disease) [Grover] 
1727 (No) 

pilar sheath acanthoma [Mehregan] 1495 (Oc) 

swimmer's green hair (letter) [Goette] 127 (Ja) 

uveitis, poliosis, hypomelanosis, and alopecia in 
patient with malignant melanoma [Sober] 439 
(Mr) 

woolly hair nevus, 2 ease reports and discussion of 
unruly hair forms [Lantis] 233 (Fe) 

Hair Removal 

pseudofollieulitis barbae in woman (letter) [Gar- 
cia] 1856 (De) 

Haloprogin 

Trichophyton simii infection in US not traceable 
to India [Barsky] 118 (Ja) 








- elotr noie in tinea cruris (letter) [Papa] 
(rep ly) [VanDersari] 799 (My) 
Halotex see Haloprogin 
Hamartoma 
multiple hamartoma syndrome (Cowden's dis- 
ease) [Nuss] 743 (My) 
smooth muscle, associated with Becker's nevus 
[Urbanek] 104 (Ja) 
Hand 
palmar and plantar pustulosis elicited by Candi- 
da antigen [Uehara] 730 (My) 
Hand Dermatoses 
Sézary cell syndrome (small cell variant) [Bondi] 
1864 (De) 
Hand-Schüller-Christian Syndrome 
in septuagenarian [Dolezal] 85 (Ja) 
Hansen's Disease see Leprosy 
Head and Neck Neoplasms 
dermatofibrosareoma protuberans with lymph 
node involvement, simultaneous oceurrence 
with atypical fibroxanthoma of skin [Hausner] 
88 (Ja) 
Head Injuries 
aneurysm of superficial temporal artery [Lewis] 
587 (Ap) 
Health Manpower 
dermatologists for the nation, perspectives (let- 
ter) [Lowney] 961 (Je) 
Hearing Aids 
dermatitis from [Guill] 1050 (Jy) 
Heartworm Disease see Dirofilariasis 
Heat 
localized heat urticaria [Wise] 1079 (Jy) 
‘pocket-warmer’ therapy of chromomycosis (let- 
ter) [Yanase] 1095 (Jy) 
Hemangioendothelioma 
angioendothelioma, unusual ease in American 
black [Greist] 1690 (No) 
proliferating systematized angioendotheliomato- 
sis of 5-month-old infant [Pasyk] 1512 (00). 
Hemangioma 
angiolymphoid hyperplasia with eosinophilia 
[Henry] 1168 (Au) 
Hematoporphyrin 
induction of drug photosensitization after paren- 
teral exposure to [Zalar] 113:1392 (Oc), correc- 
tion, 114:55 (Ja) 
Hemoglobinuria, Paroxysmal 
nocturnal, skin lesions in [Rietschel] 560 (Ap) 
Hemosiderosis 
localized, as sequella of acne [Basler] 1695 (No) 
Heparin 
atypical purpura fulminans with benign. mono- 
clonal gammopathy [Friedenberg] 578 (Ap) 
Hepatic Cirrhosis see Liver Cirrhosis 
Hepatitis 
granulomatous, and nephrotic syndrome in 
secondary syphilis [Bansal] 1228 (Au) 
Hepatitis B 
papular aerodermatitis of ehildhood and [Castel- 
lano] 1530 (Oc) 
Hepatitis, Homologous Serum see Hepatitis B 
Hepatitis, Toxic 
dapsone-induced jaundice [Stone] 947 (Je) 
phenytoin hypersensitivity reaction [Stanley] 
1350 (Se), correction, 1787 (De) 
Hepatoma 
cutaneous metastases from [Reingold] 1045 (Jy) 
Herbicides 
percutaneous paraquat absorption, association 
with cutaneous lesions and respiratory failure 
[Newhouse] 1516 (Oc) 
Hereditary Diseases 
congenital hypopigmented and hyperpigmented 
macules [Westerhof] 931 (Je) 
congenital poikiloderma with features of heredi- 
tary acrokeratotie poikiloderma [Draznin] 1207 
(Au) 
erythrokeratodermia variabilis, 
[Gewirtzman] 259 (Fe) 
heredity of chronic polymorphous light eruptions 
[Jansén] 188 (Fe) 
origin of familial malignant melanomas from 
heritable melanocytic lesions, (B-K mole syn- 





family study 


` gister chromatid exchanges in Bloom's g syndrom 





































painf llosities [Roth] 591 (Ap) 





[Dicken] 755 (My) 
x-linked dyskeratosis congenita with paneyt to 
nia [Gutman] 1667 (No) 

Herpes Gestationis 
fetal and maternal risk factors in [Lawley] 59: 
(Ap) 
immünofluorescence studies (letter) [Schiffner 
448 (Mr) 

Herpes Simplex 
recurrent, eure for, topical enflurane a 
[Willis] 1096 (Jy) | : 
recurrent, Sabin's polioffiyelitis vaccine in (1 

[Tager] (reply) [Bierman] 1094 (Jy) .: 
recurrent, treatment with epinephri: 
(letter) [Robinson] 1096 (Jy) > 
varicella-like infection due to [Lon eu 
Herpes Zoster 
healing, granuloma annulare at ‘sites 
1388 (Se) | 
progressive eribriform and zo&teri form 
mentation [Rower] 98 (Ja) 
Herpesvirus infections : 
impetigo herpetiformis or genera 
psoriasis? [Oosterling] 1527 (O 
Kaposi’s varicelliform eruption i 
goides [Segal] 1067 (Jy) : 
Histamine Binding Sites see Rec 
mine 
Histamine Ht Receptor. Blockade 
photoallergic urticaria induced 
not blocked by [Horio] 1761 (D 
Histamine, Receptors see fee 
mine 
Histlocytes 
cutaneous manifestations of sint 
with massive iymphadenaga th 
191 {Fe) 
Histiocytoma 
halo around (letter) [Berman] T 
multiple periorbital fibrous, li 
microscopic study [Ronan] E 
progressive nodular [Taun ton] I 
Histiocytosis X 
Hand-Sehüller-Christian disease i i 
jan [Dolezal] 85 (Ja) E 
Histological Technics 
demonstration of Sarcoptes scabie 
holt] 1096 (Jy) 
diagnosis of seabies (letter) [Ka 
human wart virus (letter) [Wilkinso 
Histology 
balloon cell nevus [Goette] 109 ( 
Histoplasmosis 
due to Histoplasma capsulatum 
Canadian immigrant [Nethe 
isolated nodular cutaneous, initial 
of recurrent disseminated dis 
1197 (Au) 
Homomenthyl Saicylate | 
eontact dermatitis to [Rietschel]: 
Hospital Infections see Cross int 
Hycortole see Hydrocortisone 
Hydroa Vacciniforme Mn 
2 cases [Bickers] 1193 (Au) e 








effect of salicylic acid on percutan 
tion of [Wester] 1162 (Au) 
iodochlorhydroxyquin with, treatm 
infections, double-blind trial IM 
(De) 
percutaneous absorption in experimen 
mal proliferation [Solomon] 1029 (Ty). 
pyoderma gangrenosum, abnormal mi 
funetion corrected in vitro with [Norris 
(Je) i 
topical caffeine with, in atopic dermatitis [E 
lan] 60 (Ja), (letter) [Siegel] 1717 (No) 
variably occlusive tape systems and mitotic aeti 
ity of stripped human epidermis, effeets wi 
and without [Fisher] 727 (My) 
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drocortisone-- Conti 
vs high-potency corticosteroid. 
[Baden] 798 (My) RO A 
. Hydrocortone see Hydrocortisone 
Hydroquinones 
nail pigmentation due to (letter) [Garcia] 1402 
.. (Se) 
- Hyperbaric Oxygenation 
_ treatment of pyoderma gangrenosum [Wyrick] 
. 1282 (Au) 
- Hypergammaglobulinemia 
diffuse fasciitis with eosinophilia [Chanda] 1522 
(00 


inophilia, diffuse scleroderma-like process of 
re 


il segmental, response to 20% aluminum 
solution and plastie wrap [Dworin] 770 


Keratosis congenita with pancytope- 
utman] 1667 (No) 

pemia 

anthoma and multiple myeloma with lipo- 

—paraprotein complexing [Taylor] 425 


Jesion on one forearm [Corson] 975 





oteinemia see Hyperlipemia 
hyroidism 
umbilical nodule [Brody] 570 (Ap) 


id, with eosinophilia [Henry] 1168 
wid, with follicular mucinosis [Wolff] 


ular papillary endothelial, benign lesion 
 angiosarcoma [Barr] 723 (My) 

sitivity, Delayed 
itaneous reaction to phytonadione 
in] 1790 (De) 
hosis . 
uscle hamartoma associated with Beck- 
s. [Urbanek] 104 (Ja) l 
\driacal Neuroses see Hypochondria- 
ondriasis 

ptomatie hypochondriacal psychosis 
ifesting as delusions of parasitosis, 4 cases 
ully treated with pimozide Munro] 940 


taneous reaction to phytonadione 
] 1790 (De) 

a 

lized skin disease (letter) [Cucinell] 


osis see Alopecia 
‘Hydrocortisone 


with thymic involution, 2 brothers 
tanabe] 1225 (Au) 

'ome, associated ichthyosiform der- 
eratitis, and deafness, vs late 
syphilis (letter) [Allen] (reply) [Ba- 
(Oc) — 
ler] 1059 (Jy) 

orm dermatosis and deafness (letter) 
| 1243, (reply) [Baden] 1244 (Au) 

rm sarcoidosis [Kauh] 100 (Ja), (letter) 
1551 (Oc) 





involvement by IgD myeloma [Gomez] 
00 (No) 


dermatitis, impaired cellular immunity, 
-molluscum contagiosum [Pauly] 391 (Mr) 

clinical syndrome of chemotaxis defect, infec- 

ons, and hyperimmunoglobulinemía E [Wyre] 

-T4 (Ja), (letter) [Rebora] (reply) [Johnson] 1854 
s (De) 

hyperimmunoglobulin E syndrome [Stanley] 765 
(My) 
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cytes associated with defective leukocytotaxia 
and recurrent staphylococcal infection [Jeune] 
1372 (Se) 2 
levels in various dermatoses (letter) [Amblard] 
289 (Fe) 
igG 
atypieal purpura fulminans with benign mono- 
clonal gammopathy [Friedenberg] 578 {Ap} 
coexistence of bullous pemphigoid and systemic 
lupus erythematosus [Kumar] 1187 (Au) 
epidermal nucleolar, deposition in clinically 
normal skin, clinieal and serologic features 
[Prystowsky] 536 (Ap) 
essential eryoglobulinemia with purpura and cold 
urticaria [Koda] 784 (My) 
plane xanthoma and multiple myeloma with lipo- 
protein—paraprotein complexing [Taylor] 425 
(Mr) 
speckled (particulate) epidermal nuclear, deposi- 
tion in normal skin, subset of connective tissue 
disease characterized by antibody to extracta- 
ble nuclear antigen [Prystowsky] 705 (My) 
igM 
macroglobulinemia cutis [Tiehenor] 280 (Fe) 
Immunity 
Darier's disease, immunologic study [Marks] 1336 
(Se) 
dinitrochlorobenzene therapy for alopecia areata 
[Happle] 1629 (No) 
selective immunological evaluation of mycosis 
fungoides [Cooperrider] 207 (Fe), correction, 
943 (Je). 
trichophytin reactions in children with tinea 
capitis [Rasmussen] 371 (Mr) | 
Immunity, Cellular see also T-Lymphocytes 
impaired, atopic dermatitis and molluscum 
contagiosum [Pauly] 391 (Mr) 
response of generalized granuloma annulare to 
alkylating agents [Kossard] 216 (Fe) 
sarcoidosis associated with mycosis fungoides 
[McFarland] 912 (Je) 
immunofiuorescence Technic see Fluorescent 
Antibody Technic 
Immunoglobulins 
development of photosensitivity and SLE-like 
syndrome in patient with psoriasis [Millns] 
1177 (Au) 
familial primary cutaneous amyloidosis [Vasily] 
1173 (Au) 
hyperimmunoglobulin E syndrome [Stanley] 765 
(My) 
immunofluorescence of biopsy specimens, com- 
parison of methods of transportation [Nisen- 
gard] 1329 (Se) 
immunopathology of epidermolysis bullosa acqui- 
sita, association with mixed cryoglobulinemia 
[Krivo] 1218 (Au) 
recurrent aphthous stomatitis, immunofluores- 
cence study [Ullman] 955 (Je) 


rum levels, 


‘relapsing polychondritis with positive direct 


immunofluorescence (letter) [Bergfeldi 127 
(Ja) 

immunologic Deficiency Syndromes 

infant with abnormal pigmentation, malforma- 
tions, and immune deficiency [Ment] 1043 
(Jy) 

Immunology 

of leprosy, current concepts in, lessons in gram- 
mar (letter) [Spatz] 126 (Ja) 

immunosuppressive Agents 

bullous pemphigoid, therapy in patients with and 
without diabetes mellitus [Downham] 1639 
(No) 

diphtherial stomatitis, complication of therapy 
with [Zizmor] 1711 (No) . 

fate of pemphigus antibody following suecessful 
therapy, determinations to regulate therapy 
[O'Loughlin] 1769 (De) 

for pemphigus, lymphomatoid granulomatosis 
after [Jauregui] 1052 (Jy) 

immunotherapy 

combined, of malignant melanoma, unusual 


survival following cerebral metastasis [Spitler] 
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impetigo So 

herpetiformis, or generalized pustular psoriasis? 
[Oosterling] 1527 (Oc) 

inclusion Bodies see Cellular Inclusions 

incontinentia Pigmenti 

evidence for both neutrophil and lymphocyte 
dysfunction [Jessen] 1182 (Au) 

infant 

with failure to thrive, deafness, and recurrent 
infections, keratosis follicularis spinulosa de- 
calvans [Britton] 761 (My) 

Infant, Newborn 

cutaneous and urinary complications of central 
umbilical artery injection (letter) [Orton ne] 286 
(Fe) 

mechanobullous disease of newborn, Bart's — 
syndrome [Smith] 81 (Ja) 

Infection 

clinical syndrome of chemotaxis defect, hyperim- 
munoglobulinemia E and [Wyre] 74 (Ja), (let- 
ter) [Rebora] (reply) [Johnson] 1854 (De) 

complication of jogging (letter) [Ross] 1856 (De) 

neutrophil ehemotaxis in patients with atopie 
dermatitis without [Dahl] 544 (Ap) 

recurrent, keratosis follicularis spinulosa decal- 
vans, infant with failure to thrive, deafness 

_ and [Britton] 761 (My) 

inflammation 

experimental cutaneous candidiasis in rodents, 
role of stratum corneum barrier and serum 
complement as mediator of protective inflam- 
matory response [Ray] 539 (Ap) 

inflammatory linear verrucose epidermal nevus 
[Hodge] 436 (Mr) 

Infections, Intra-Arterial 

cutaneous and urinary complications of central 
umbilical artery injection (letter) [Ortonne] 286 
(Fe) 

treatment of oral florid papillomatosis with 
intra-arterial bleomycin, Holter catheter for 
[Hagedorn] 1083 (Jy) 

Injuries see Wounds and Injuries 

ink . 

allergic contact dermatitis to 1,4-bis(isopropyl- 
amino)anthraquinone, caused by felt-tip mark- 
er pen [Miller] 1793 (De) 

insect Bites and Stings 

erythema chronicum migrans in Ameriea [Naver- 
sen] 253 (Fe) 

lady and flea (letter) [Goldman] 966 (Je) 

lesions caused by canine ear mites (letter) [Her- 
wick] 130 (Ja) 

intravenous Feeding see Parenteral Feeding 

lodochiorhydroxyquin 

hydrocortisone with, treatment of fungal infec- 
tions, double-blind trial [Maibach] 1778 (De) 

lodochioroxyquinoline see lodochiorhydroxy- 
quin 

irritants 

tumbleweed dermatitis [Powell] 751 (My) 

isiet Cell Tumor 

glucagonoma syndrome, distinctive cutaneous 
marker of systemic disease [Swenson] 224 
(Fe) 

itching see Pruritus 


Jaundice 

dapsone-induced [Stone] 947 (Je) 

Jaundice, Homologous Serum see Hepatitis B 
Jogging see Sports 


K 


Kaposi's Disease see Xeroderma Pigmento- 
sum 

Kaposi's Sarcoma see Sarcoma, Kaposi's 

Kaposi's Varicellitorm Eruption 

Darier's disease, immunologie study [Marks] 1336 
(Se) 

in mycosis fungoides [Segal] 1067 (Jy) 














"Kawasaki's Dise: : 
mucocutaneous ‘lymph node synd es 
disease remaking its debut [Kahn] 948. (Je) 





Keloids 
carcinoma of inframammary crease [Waisman] 
1520 (Oc) 


Kenalog 40 see Triancinolone Acetonide 

Keratin 

reticular pigmented anomaly of flexures [How- 
ell] 400 (Mr) 

-Keratitis 

genetic syndrome, associated ichthyosiform der- 
matosis, keratitis, and deafness, vs late 
congenital syphilis (letter) [Allen] (reply) [Ba- 
den] 1554 (Oc) 

Keratoacanthoma 

treatment with intralesional fluorouracil [Odom] 
1779 (De) 

Keratosis 

congenital poikiloderma with features of heredi- 
tary acrokeratotie poikiloderma [Draznin] 1207 
(Au) 

cornoid lamella in pachyonychia congenita [Wil- 
kin] 1795 (De) 

erythrokeratodermia variabilis, 
[Gewirtzman] 259 (Fe) 

familial comedones, evidence for autosomal 
dominant inheritance [Cantu] 1807 (De) 

familial primary cutaneous amyloidosis [Vasily] 
1173 (Au) 

florid cutaneous papillomatosis [Schwartz] 1803 
(De) 

hereditary painful eallosities [Roth] 591 (Ap) 

hyperkeratosis of nipple and areola [Schwartz] 
1844 (De) 

hyperkeratosis of nipples (letter) [Mayock] 1245 
(Au) 

ichthyosis hystrix [Basler] 1059 (Jy) 

interdigital athlete's foot, interaction of derma- 
tophytes and resident bacteria [Ley den] 1466 
(Oc) 

large cell acanthoma, one of the actinic keratoses 
[Rahbari] 49 (Ja) 

Mibelli's porokeratosis of lips [Dupré] 1841 (De) 

multiple hamartoma syndrome (Cowden's dis- 
ease) [Nuss] 743 (My) 

psoralen-U VA-treated psoriatie lesions [Hashi- 
moto! 711 (My) 

relationship between arsenic intake and internal 
malignant neoplasms [Reymann] 378 (Mr) 

reticulate pigmented anomaly of flexures, Dowl- 

ing Degos disease, new genodermatosis [J ones] 
1150 (Au) 

trichilemmoma, rapid spread (letter) [Ackerman] 
286 (Fe) 

x-linked dyskeratosis congenita with pancytope- 
nia [Gutman] 1667 (No) 

Keratosis Follicularis 

Darier's disease, immunologic study [Marks] 1336 
(Se) 

oral treatment with new aromatic retinoid [Orfa- 
nos] 1211 (Au) 

spinulosa deealvans, infant with failure to thrive, 
deafness, and recurrent infections [Britton] 
161 (My) 

Keratosis Palmaris et Plantaris 

nasopharyngeal careinoma associated with long- 
term arsenic ingestion [Prystowsky] 602 (Ap) 

Kidney Neoplasms 

metastatie renal cell eareinoma resembling pyo- 
genie granuloma [Batres] 1082 (Jy) 

Kindler's Syndrome 

skin manifestations and extreme photosensitivi- 
ty [Alper] 457 (Mr) 

Kinky Hair Syndrome 

Menkes' syndrome [Grover] 1727 (No) 

Knee 

solitary nevus lipomatosus cutaneus superficialis 
of knee [Sathyanarayana] 1226 (Au) 


family study 


L 


Lacrimal Duct Obstruction 
x-linked dyskeratosis congenita with pancytope- 
nia [Gutman] 1667 (No) 








dermal duct tumor, histochemical and electron 


microscopic study [Hu] 1659 (No) 

in contact dermatitis of guinea pig [Hunziker] 
1309 (Se) 

Larva Migrans 

complicated by Loeffler's 
(Oc) 

Laryngeal Neoplasms 

unusual case of North American blastomycosis 
[Pirozzi] 1370 (Se) 

Lasers 

treatment of multiple progressive glomangiomas 
(letter) [Goldman] 1853 (De) 

Lavasole Bolus see Levamisole 

LE Celis see Antinuciear Factors 

Leg Ulcer 

chronic, bacteriology of [Lookingbill] 1765 (De) 

skin lesions in paroxysmal nocturnal hemoglobi- 
nuria [Rietschel] 560 (Ap) 

Leishmaniasis 

cutaneous, after visit to Iraq [Morales] 976 (Je) 

cutaneous, surgical management of case with 
unusual features [Barsky] 1354 (Se) 

cutaneous, treatment with antimony sodium 
gluconate [Koerber] 1226 (Au) 

Leishmaniasis Americana see Leishmaniasis, 
Mucocutaneous 

Leishmaniasis, Mucocutaneous 

diagnosis and prognosis of New World leishman- 
iasis (letter) [Moriearty] 962 (Je) 

Lentigo 

enlightened views on freckles and dandruff from 
Thomas Edison (letter) [Brodin] 1095 (Jy) 

large cell acanthoma, one of the actinic keratoses 
[Rahbari] 49 (Ja) 

speckled lentiginous nevus [Stewart] 895 (Je) 

Leprosy 

current concepts in immunology of, lessons in 
grammar (letter) [Spatz] 126 (Ja) 

diffuse nonnodular lepromatous, Lucio's phenom- 
enon and [Rea] 1023 (Jy) 

Leser-Trélat's Sign 

associated with acute leukemia (letter) [Greer] 
1552 (0c) 

Leukemia 

acute, Leser-Trélat associated with 
[Greer] 1552 (Oc) 

acute myelogenous, febrile neutrophilie dermato- 
sis in [Raimer] 413 (Mr) 

primary cutaneous aspergillosis in leukemic child 
[Carlile] 78 (Ja) 

Leukemia, Lymphocytic 

chronic, coexistence of metastasizing atypical 
fibroxanthoma with [Kemp] 1533 (Oc) 

Leukemia, Lymphocytic, Chronic see Leukemia, 
Lymphocytic 

Leukemia, Monocytic 

clinically appearing as “malignant reticulosis of 
skin” [Burg] 418 (Mr) 

Leukemia, Monocytic, Chronic see Leukemia, 
Monocytic 

Leukemia, Myeloblastic 

acute, bullous pyoderma gangrenosum and 
[Sheps] 1842 (De) 

Leukemia, Myelocytic 

mycosis fungoides evolving to myelomonocytic 
leukemia [Lofgren] 916 (Je) 

Leukemia, Myelocytic, Acute see Leukemia, 
Myelobiastic 

Leukemia, Schilling Type see Leukemia, Mono- 
cytic 

Leukocytes 

defective leukocytotaxia and recurrent staphylo- 
coceal infection, abnormal granulocytes asso- 
ciated with increased serum IgE levels in 
[Jeune] 1372 (Se) 

Leukocytes, Polymorphonuclear see Neutro- 
phils 

Leukocytosis 

acute febrile neutrophilic dermatosis associated 
with Sjógren's syndrome [Prystowsky] 1234 
(Au) 

Sweet’s disease, occurrence in a man (letter) 
[Matsuoka] 624 (Ap) 


syndrome [Guill] 1525 


(letter) 


as sequela of lie en planus (letter) [Kanwar 






























in atopic dermatitis [W bite} isu, [Alomar] 1 
(Se) 

Libman-Sacks Disease see Lupus. Erythema 
sus, Systemic 

Lice 

quiddity of head louse (letter) [Litt] 1099 dy 

Lichen Planus 

and discoid lupus erythematosus, overlap 
drome with cryoglobulinemia and hypoco: 
mentemia [Jamison] 1039 {Jy} 

large cell acanthoma, one of the actinic ke 
[Rahbari] 49 (Ja) 

leukoderma as sequela of (letter) [K 
(Ja) 

subtropicus, vs discoid lupus eryth 
ter} [Wells] 1399 (Se) 

triad of myasthenia gravis, thym: 
son] 255 (Fe) 

20-nail dystrophy, variant of [Scher : 

with nail dystrophy (letter) [Meye 

Lidex see Fluocinonide — 

Light see also Photochemothera 
tization; Sunlight 

visible, photoallergic urticaria indu 
1761 (De! 

Lincocin see Lincomycin 

Lincomycin 

in isopropyl alcohol for acne, C 
genesis after (letter) [Scherzer] 

topical 5% alcoholic solution for ach 
1551 (Oc) 

Linoleic Acids : 

essential fatty acid deficiency (lett 
800 (My) 

Lip 

Mibelli's. porokeratosis of [Dupré] 

Lip Neoplasms > 

pilar sheath acanthoma- [Mehreg 

Lipids " 

multiple periorbital fibrous: histi : 
and electron microscopic study 
(Se) 

Lipoma 

mobile encapsulated, formerly č 
lated angiolipomas [Sahi] 1684 | 

spindle cell, unusual dermatologi 
[Brody] 1065 (Jy) 

tail-like, cutaneous signs of spinal 
patient with [Tavafoghi] 573 (Ap 

Lipoproteins 

plane xanthoma and multiple my 
paraprotein complexing [Taylor 

Liposarcoma 

retroperitoneal, metastatic to seal 
(Se) 

Lithium Carbonate 

generalized pustular psoriasis p 
[Lowe] 1788 (De) 

Liver 

causes and genetic predispositio 
cutanea tarda (letter) [Tio] 129 

Liver Cirrhosis 

acquired zine deficiency derm; 
[Weismann] 1509 (Oc) 

acrodermatitis and acquired zine de é 
er] 937 (Je) 

Liver Diseases 

a,-antitrypsin deficiency a associated 
ent cutaneous vasculitis in chile 
drup] 921 (Je) 

Liver Neoplasms 

cutaneous metastases from hepatoma 
gold] 1045 (Jy) 

Loeffler's Syndrome M 

larva migrans complicated by (Guu pes 

Los Angeles Dermatological Society - 

Oct 13, 1976, transactions, 811 (My) 

Lotrimin see Clotrimazole 

Lucio's Phenomenon 

and diffuse nonnodular lepromatous. lepr Y 
[Rea] 1023 (Jy) i 
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g Diseases ^. 

nterstitial, and neurofibromatosis [Davis] 136; 
- (Se) . Id ee E 
progressive interstitial, from prolonged metho- 
. trexate therapy [Kaplan] 1800 (De) 
sarcoidosis associated with mycosis fungoides 
- [MeFarland] 912 (Je) 

Lung Neoplasms | 

spiration metastases from basal cell carcinoma, 
= 92d known case [Guillan] 589 (Ap) 
dermatofibrosarcoma protuberans with lymph 
. mode and pulmonary metastases [Kahn] 599 
Ap). 

iomatoid granulomatosis after immunosup- 
ssion for pemphigys [Jauregui] 1052 (Jy) 
atoid granulomatosis preceded by 
granulomatous dermatitis [Bender] 





goides with pulmonary involvement, 
mission [Stein] 247 (Fe) 
ythematosus, Discoid 

it localized scleroderma and, ‘mixed’ or 
ap’ syndrome [Umbert] 1473 (Oc) 
thology of oral lesions of [Shklar] 1031 





rescence of biopsy specimens, com- 
methods of transportation [Nisen- 
Se) 

s and, overlap syndrome with eryo- 
à and hypocomplementemia [Jami- 


hematosus Disseminatus see Lupus 
osus, Systemic 

smatosus, Systemic 

jie-acid-related compounds and (let- 
:yo- Torrellas] 1097 (Jy) 

caria-like lesions in [O'Loughlin] 879 


. jullous pemphigoid and [Kumar] 


of. photosensitivity and SLE-like 

(in psoriasis [Millns] 1177 (Au) 

al nucleolar IgG deposition in clinically 
dn, clinical and serologic features 

y] 536 (Ap) 

escence of biopsy specimens, com- 

ethods of transportation [Nisen- 

(Se) 

st (letter) [Olsen] (reply) [Monroe] 

[Monroe] 128 (Ja) 

homa of scalp in [Hart] 1564 (Oc) 

taneous mucinosis with, case, review 

e [Gammon] 432 (Mr) 

infection due to herpes simplex 

(Mr) 

rome see Epidermal Necrolysis, 








noma thickness and (letter) [Bres- 
Se) 





blastic lymphadenopathy, general- 
oproliferative disorder with cuta- 
festations [Matloff] 92 (Ja) 

nifestations of sinus histiocytosis 
ve lymphadenopathy [Thawerani] 


rosarcoma protuberans with involve- 
multaneous occurrence with atypical 
thoma of skin [Hausner] 88 (Ja) 
‘oid granulomatosis after immunosup- 
or pemphigus [Jauregui] 1052 (Jy) 
mphangioma 

criptum, deep lymphatic involvement 
mer] 394 (Mr) 
mphatic Diseases see also Leukemia, Lym- 











phocytic. 
. granulomatosis disciformis chronica et progressi- 
-va with lymphadenopathy [Miura] 1224 (Au) 
histoplasmosis due to Histoplasma capsulatum 
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.Mastocytosis. see Urticaria Pigmentosa "d 





var duboisii in Canadian i 
cott] 595 (Ap) — — i : 

mucocutaneous lymph node syndrome (Kawasa- 
ki's disease), new disease remaking its debut 
[Kahn] 948 (Je) | 

Lymphatic Metastasis 

dermatofibrosarcoma protuberans with lymph 
node and pulmonary metastases [Kahn] 599 
(Ap) 

dermatofibrosareoma protuberans with lymph 
node involvement, simultaneous occurrence 
with atypical fibroxanthoma of skin [Hausner] 
88 (Ja) 

metastasizing atypical fibroxanthoma, coexis- 
tence with chronic lymphocytic leukemia 
[Kemp] 1533 (Oc) 

Lymphatic System 


angiolymphoid hyperplasia with follieular muci- 


nosis [Wolff] 229 (Fe) 

lymphangioma circumscriptum, deep lymphatic 
involvement [Palmer] 394 (Mr) 

Lymphocyte Cooperation see T-Lymphocytes 

Lymphocytes 

angioimmunoblastie lymphadenopathy, general- 
ized lymphoproliferative disorder with cuta- 
neous manifestations [Matloff] 92 (Ja) 

cutaneous manifestations of sinus histiocytosis 
with massive lymphadenopathy [Thawerani] 
191 (Fe) 

dermal duet tumor, histochemical and electron 
microscopic study [Hu] 1659 (No) 

graft-vs-host reaction (letter) [Scherzer] 289 
(Fe) 

incontinentia pigmenti, evidence for both neutro- 
phil and lymphocyte dysfunction [Jessen] 1182 
(Au) 

macroglobulinemia cutis [Tichenor] 280 (Fe) 

B-Lymphocytes 

monocytic leukemia, clinically appearing as "ma- 
lignant reticulosis of skin" [Burg] 418 (Mr) 

T-Lymphocytes 

decreased levels in patients with warts [Chre- 
tien] 213 (Fe) 

monocytic leukemia, clinically appearing as 
“malignant reticulosis of skin” [Burg] 418 
(Mr) 

Lymphocytopenia see Lymphopenia 

Lymphoid Cells see Lymphocytes 

Lymphoid Tissue see Thymus Gland 

Lymphoma ; 

lymphocytic, Sézary syndrome with fetal-type 
glycogen and [Menefee] 772 (My) 

lymphomatoid granulomatosis preceded by 
chronic granulomatous dermatitis [Bender] 
1547 (Oe) 

nodular, of scalp in systemic lupus erythematosus 
[Hart] 1564 (Oc) 

Lymphomatoid Granulomatosis 

after immunosuppression for pemphigus [Jaur- 
egui] 1052 (Jy) 

Lymphopenia 

Lucio’s phenomenon and diffuse nonnodular 
lepromatous leprosy [Rea] 1023 (Jy) 


M 
Macroglobulinemia 
cutis [Tichenor] 280 (Fe) 
Maduromycosis 


mycetoma-like infection caused by previously 
undescribed bacterium [Hoffman] 1199 (Au) 

mycetomas caused by Streptomyces pelletieri in 
Madras, India [Taralakshmi] 204 (Fe) 

Mai Perforans 

and spina bifida occulta [Lockman] 404 (Mr) 

Mammary Glands see Breast 

Mange see Mite Infestations 

Manuscripts 

reviewers for 1977 [Epstein] 529 (Ap) 

Marie-Struempell Disease see Spondylitis Anky- 
losing 

Marrow see Bone Marrow 

Mastitis | 

lupus [Harris] 410 (Mr) 








“unilateral nevoid telangiectasia (letter) [Or- 
Measles Vaccine 
columnar epidermal necrosis, special form of 
toxic epidermal reaction? [Tagami] 925 (Je) 
Meat . 
Cysticercus cellulosae cutis [Schlossberg] 459 
(Mr) 
Mechlorethamine 
topical, treatment of Hallopeau's acrodermatitis 
with (letter) [Notowicz] 129 (Ja) 
Melanins . 
leukoderma as sequela of lichen planus (letter) 
[Kanwar] 130 (Ja) 
reticular pigmented anomaly of flexures [How- 
ell] 400 (Mr) 
sunburn protection by longwave ultraviolet radi- 
ation-induced pigmentation [Kaidbey] 46 (Ja) 
Melanocytes 
dermal duet tumor, histochemieal and electron 
microscopie study [Hu] 1659 (No) 
epidermotropically metastatic malignant mela- 
noma, differentiating metastatic from pri- 
mary melanoma in epidermis [Kornberg] 67 
(Ja) 
eruptive nevoeytie nevi after Lyell's syndrome 
(letter) [Goerz] 1400 (Se) 
hereditary congenital hypopigmented and hyper- 
pigmented macules [Westerhof] 931 (Je) 
nevus of large spindle and/or epithelioid cells 
(Spitz's nevus) [Paniago-Pereira] 1811 (De) 
origin of familial malignant melanomas from 
heritable melanocytic lesions, 'B-K mole syn- 
drome' [Clark] 732 (My) 
psoralen-UV A-treated psoriatie lesions [Hashi- 
moto] 711 (My) 
Melanoma 
depigmentation of normal skin to treat patients 
with (letters) [Lerner] 628 (Ap), [Paslin] 1551 
(Oc) ; 
epidermotropically metastatic malignant, differ- 
entiating metastatic from primary melanoma 
in epidermis [Kornberg] 67 (Ja) 
familial malignant, origin from heritable mela- 
nocytie lesions, 'B-K mole syndrome’ [Clark] 
132 (My) 
malignant, combined immunotherapy of, unusual 
survival following cerebral metastasis [Spitler] 
1501 (Oc) 
malignant neoplasms of paranasal sinuses involv- 
ing skin [King] 1681 (No) 
malignant, prognostie index in [Schmoeckel] 871 
(Je) 
malignant, progression, prognosis, therapy [Cal- 
len] 369 (Mr), (letter) [Bart] 1551 (Oc) 
malignant, uveitis, poliosis, hypomelanosis, and 
alopecia in patient with [Sober] 439 (Mr) 
pedunculated malignant (letter) [Shafir] 626 
(Ap) | 
thiekness and elective node dissection (letter) 
[Breslow] 1399 (Se) 
Melanosis 
progressive cribriform and zosteriform hyperpig- 
mentation [Rower] 98 (Ja) 
smooth muscle hamartoma associated with Beck- 
er's nevus [Urbanek] 104 (Ja) 
universal acquired, earbon baby [Ruiz-Maldon- 
ado] 775 (My) 
uveitis, poliosis, hypomelanosis, and alopecia in 
patient with malignant melanoma [Sober] 439 
(Mr) 
Mental Retardation 
hereditary congenital hypopigmented and hyper- 
pigmented macules [Westerhof] 931 (Je) 
Menthol | 
and dermatitis (letter) [Chrisman] 286 (Fe) 
Metastasis see Neoplasm Metastasis 
Methacholine Chioride 
delayed blanch reaction in atopic dermatitis (let- 
ter) [Uehara] 1098 (Jy) 
Methotrexate 
bullous pemphigoid, therapy in patients with and 
without diabetes mellitus [Downham] 1639 














Methotrexate-- Continue 


progressive interstitial lung disease from pro- 

* longed therapy with [Kaplan] 1800 (De) — 

Methoxsalen 

oral, photochemotherapy for aene vulgaris (let- 
ter) [Parrish] 1241 (Au) 

photochemotherapy of psoriasis (PUVA) without 
specialized equipment [Petrozzi] 387 (Mr) 

photo-onycholysis secondary to psoralen use (let- 
ters) [Rau] 448 (Mr), [Dawher] 1715 (No) 

ultraviolet phototherapy and photochemotherapy 
of aene vulgaris [Mills] 221 (Fe) 

UVA with psoralen for psoriatic lesions [Hashi- 
moto] 711 (My) 

vs trioxsalen in psoriasis (letter) [Skogh] 1399 
(Se) 

Woronoff's rings with PUVA therapy [Lowe] 278 
(Fe) 

Methoxypsoralens see Methoxsalen 

Methyl Viologen see Paraquat 

§-Methyicoumarin 

in proprietary sunscreens, contact photoallergy 
to [Kaidbey] 1709 (No) 

Methyimethacrylate 

hearing aid dermatitis [Guill] 1050 (Jy) 

Methyimethylergonovine see Methysergide 

Methysergide 

migraine and systemie scleroderma [Goldberg 
550 (Ap) 

Metosyn see Fluocinonide 

Mchigan Dermatological Society 

transactions, Feb 11, 1976, 975 (Je); Oct 6, 1976, 
1564 (Oc) 

Miconazole 

eruptive xanthomas associated with intravenous 
therapy with [Barr] 1544 (Oc) 

Microbiology 

role of microorganisms in diaper dermatitis 
[Leyden] 56 (Ja) 

Microscopy 

light, multiple periorbital fibrous histiocytomas 
[Ronan] 1345 (Se) 

linear unilateral basal cell nevus with comedo- 
like lesions [Horio] 95 (Ja) 

Microscopy, Electron 

dermal duct tumor, study using [Hu] 1659 (No) 

multiple periorbital fibrous histiocytomas [Ron- 
an] 1345 (8e) 

universal acquired melanosis, carbon baby [Ruiz- 
Maldonado] 775 (My) 

Migraine 

and systemic scleroderma [Goldberg] 550 (Ap) 

Military Personnel 

dermatology patient visits in military (letter) 
[Gareia] 289 (Fe) 

Milk Proteins 

allergy, proliferating systematized angioendo- 
theliomatosis of 5-month-old infant [Pasyk] 
1512 (0e) 

Mite infestations 

Cheyletiella, of cats and their owners [Fox] 1233 
(Au) 

Otodectes cynotis (letter) [Kristensen] 1402 (Se) 

Mites 

canine ear, lesions caused by (letter) [Herwiek] 
130 (Ja) 

demonstration of Sarcoptes scabiei (letter) [Lom- 
holt] 1096 (Jy) 

Mitosis 

effects of occlusive tape systems on mitotic activ- 
ity of epidermis, with and without corticoster- 
oids [Fisher] 384 (Mr) 

variably occlusive tape systems and mitotic activ- 
ity of stripped human epidermis, effects with 
and without hydrocortisone [Fisher] 727 (My) 

Mohs, Frederic E. 

microscopically oriented histographie surgery 
(letter) [Shelley] 1097 (Jy) 

Molluscum Contaglosum 

atopie dermatitis, impaired cellular immunity 
and [Pauly] 391 (Mr) 

erythema annulare centrifugum and (letter) 
[Vasily] 1853 (De) 

Mongolism see Down's Syndrome 

Monilla see Candida 





Moniliasis du NM C UN 
chronie benign familial pemphigus, ‘minimal | 


involvement mimicking chronic perianal can- 
didiasis [Wilkin] 136 (Ja) 

Moniliasis, Cutaneous 

experimental, in rodents, role of stratum 
corneum barrier and serum complement as 
mediator of protective inflammatory response 
[Ray] 589 (Ap) 

hyperimmunoglobulin E syndrome [Stanley] 765 
(My) 

Monocytes 

abnormal function in pyoderma gangrenosum 
corrected in vitro with hydroeortisone [Norris] 
906 (Je) 

Morbidity 

epidemiology of seabies in Denmark, 1900 to 1915 
[Christophersen] 747 (My) 

Morphea see Scleroderma, Circumscribed 

Mouth 

bullous pemphigoid in children [Robison] 899 
(Je) 

cutaneous sinus tracts of dental origin [Lewin- 

ypstein] 1158 (Au) 

histopathology of oral lesions of discoid lupus 
erythematosus [Shklar] 1031 (Jy) 

reticulate pigmented anomaly of flexures, Dowl- 
ing Degos disease, new genodermatosis [J ones] 
1150 (Au) 

Mucha-Habermann's Disease 

in children, treatment with erythromycin [Shav- 
in] 1679 (No) 

Mucin 

alopecia mucinosa of face associated with myco- 
sis fungoides [Binnick] 791 (My) 

angiolymphoid hyperplasia with follicular muci- 
nosis [Wolff] 229 (Fe) 

secondary cutaneous mucinosis with systemic 
lupus erythematosus, case, review of literature 
[Gammon] 432 (Mr) 

Mucous Membrane 

benign pemphigoid in 18-year-old woman (letter) 
[Worsaae] 1093 (Jy) a 

Multiple Epiphyseal Dysplasia, Congenital see 
Chondrodystrophia Calcificans Congenita 

Multiple Myeloma 

cutaneous involvement by IgD myeloma [Gomez] 
1700 (No) 

cutaneous plasmacytomas in, relationship to 
tumor cell burden [Alberts] 1784 (De) 

plane xanthoma and, with lipoprotein—parapro- 
tein complexing [Taylor] 425 (Mr) 

Muscle, Smooth 

hamartoma associated with Beckers nevus 
[Urbanek] 104 (Ja) 

Mustargen see Mechiorethamine 

Myasthenia Gravis 

triad of liehen planus, thymoma and [Aronson] 
255 (Fe) 

Mycetoma see Maduromycosis 

Mycobacterium 

marinum granuloma [Catinella] 1564 (Oc) 

marinum infeetions (letter) [Pien] 966 (Je) 

Mycobacterium bovis 

papulonecrotic tubereulid secondary to [Iden] 564 
(Ap) 

Mycoplasma infections 

Stevens-Johnson syndrome associated with M 
pneumoniae infections [Sontheimer] 241 (Fe) 

Mycoses 

iodochlorhydroxyquin- hydrocortisone treatment 
of fungal infections, double-blind trial [Mai- 
bach] 1773 (De) 

Mycosis Fungoides 

alopecia mucinosa of face associated with [Bin- 
nick] 791 (My) 

dystrophic xanthomatosis in [Rosen] 102 (Ja) 

epidermatropic (letter) [Steger] 804 (My) 

evolving to myelomonocytic leukemia [Lofgren] 
916 (Je) 

in 52-year-old man [Wiegerink] 811 (My) 

in 55-year-old woman [Gilchrest] 1726 (No) 

involving brain and optic nerves [Pariser] 397 
(Mr) 


Kaposi’s varicelliform eruption in [Segal] 1067 


rádiation dermatitis following. electron. 


Nails 


























es-- Continued 


therapy, evaluation 10 years after total 
irradiation for [Price] 63 (Ja) "MEI 
sarcoidosis associated with [McFarland] 912 (Ji 
selective immunological evaluation of [Coop 
rider] 207 (Fe), correction, 943 (Je) 
subcutaneous [Proctor] 1826 (Se) 
with blast cell transformation [Harrington] 6: 
(Ap) m 
with pulmonary involvement, complete ren 
[Stein] 247 (Fe) i 
Myelofibrosis 7 
pyoderma gangrenosum associated wit 
disorder (letter) [Maleville] 1400 ( 
Myeloid Metaplasia ` 
pyoderma gangrenosum associated 
disorder (letter) [Maleville] 1: 
Myeloma, Plasma Cell see M 
Myeloproliferative Disorders si 
Myeloscierosis see Myelofibrosis 
Myelosis, Nonleukemic see Myek 
Myositis — 
urticaria and polymyositis [Call 
Myotonia Atrophica a 
pilomatricomas associated with m 
phy [Chiaramonti] 1363 (Se) - 





eornoid lamella in pachyonychia eo 
kin] 1795 (De) pr 
hydroquinone nail pigmentation (i 
1402 (Se) Lum 
lichen striatus with nail dys 
[Meyers] 964 (Je) HAM: 
photo-onycholysis secondary to p 
ters) [Rau] 448 (Mr), [Dawber 
primary inoeulation tubereulosis 
tor's paronychia [Goette] 567 
Stevens-Johnson syndrome, per 
chia after (letter) [Chanda] 62 
20-nail dystrophy, variant of. 
[Scher] 612 (Ap) E | 
usual seabies with infestation- n 
(Je) s 
Nails, Malformed 2 
mechanobullous disease of n 
syndrome [Smith] 81 (Ja) — . 
nail deformity with nonunion o 
(letter) [Ceilley] 1717 (No) 
x-linked dyskeratosis congenita 
nia [Gutman] 1667 (No) 
Nasopharyngeal Neoplasms .. 
carcinoma associated with lon; 
ingestion [Prystowsky] 602 (Ag 
Neck Neoplasms see Head al 
plasms 
Necrosis | | 
columnar epidermal, special for 
mal reaction? [Tagami] 925 (Je 
Lucio’s phenomenon and diffu 
lepromatous leprosy [Rea] 1023 
necrotizing fasciitis [Koehn] 581 
papulonecrotic tuberculid second 
teriwm bovis [Iden] 564 (Ap). 
satellite cell, term preferred ove 








Negroes see Blacks E 
Nelson, Carl Truman (1908-1978) 
in memoriam [Domonkos] 1455 (Oc) 
Neoplasm Metastasis E 
aspiration metastases from basal cell: 
92d known case [Guillan] 589 (Ap) - 
breast carcinoma metastatic to eyelids [3 
461 (Mr) E 
cerebral, combined immunotherapy of malignan 
melanoma, unusual survival following [Spi 
1501 (Oc) A 
cutaneous, from hepatomas [Reingold] 1045 (. 


dermatofibrosarcoma protuberans with lymph 
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.. node and pulmonary metastases 

. (Ap) | 
-endometrial adenocareinoma metastatic to scalp 
|o [Rasbach] 1708 (No) 

epidermotropically metastatie malignant mela- 
~ noma, differentiating metastatic from pri- 
mary melanoma in epidermis [Kornberg] 67 
< Ga) 

-metastasizing atypical fibroxanthoma, coexis- 
. tence with chronic lymphocytic leukemia 
. [Kemp] 1533 (Oc) 

netastatic renal cell carcinoma resembling a 
)yyogenie granuloma [Batres] 1082 (Jy) 

ple cutaneous, of seapular chondrosarcoma 
g] 584 (Ap) 

ic index in malignant 
ckel] 871 (Je) 

eal liposarcoma metastatic to scalp 
3 (Se) 

Regression, Spontaneous 

trie Bowen's disease of genitalia [Berg- 
8 (No) 

sms 





melanoma 


f malignancies with bulleus pem- 
ter) [Chorzelski] 964 (Je) 

ignant, relationship between arsenic 
iReymann] 378 (Mr) 

:mbryonal and Mixed 

iondroid syringoma, unusual loca- 
urrence [Botha] 954 (Je) 

flultiple Primary 

mbilical nodule [Brody] 570 (Ap) 
lasmacytomas in myeloma, relation- 
or cell burden [Alberts] 1784 (De) 
rosarcoma protuberans with lymph 
volvement, simultaneous oecurrence 
pical fibroxanthoma of skin [Hausner] 





ment of multiple progressive gloman- 

letter) [Goldman] 1853 (De) 

gminate spindle and epithelioid cell 

ult [Weimar] 1383 (Se) 

amartoma syndrome (Cowden's dis- 
5] 743 (My) 

18, Radiation-Induced 

eoplasms after radiation therapy for 

stein] 1017 (Jy) 

oplasms after radiation therapy for 

acne vulgaris [Paloyan] 53 (Ja) 

Syndrome 

atous hepatitis in secondary syphi- 

1228 (Au) 

atitis, Atopic see Dermatitis, Atopic 

litis, Disseminated see Dermatitis, 








itial lung disease [Davis] 1368 (Se) 
is 

le neutrophilie dermatosis associated 
Sjógren's syndrome [Prystowsky] 1284 


rome of ehemotaxis defect, infec- 
iyperimmunoglobulinemia E [Wyre] 
or) [Rebora] (reply) [Johnson] 1854 


. cutaneous candidiasis in rodents, 
atum corneum barrier and serum 
ont as mediator of protective infam- 
ponse [Ray] 539 (Ap) 

trophilie dermatosis in acute myeloge- 
emia [Raimer] 413 (Mr) 

ia pigmenti, evidence for both neutro- 
ymphocyte dysfunction [Jessen] 1182 


phil chemotaxis in patients with atopic 
tis without infection [Dahl] 544 (Ap) 
disease, occurrence in a man (letter) 
uoka] 624 (Ap) 


sal cell nevus syndrome in black patient, case 


. report, literature review [Martin] 1356 (Se) 

 eerebriform [Krull] 975 (Je) 

‘congenital pigment formation (letter) [Dupré] 
(reply) [Coffin] 964 (Je) 





cell, with comedo-like 

lesions [Horio] 95 (Ja) 

solitary nevus lipomatosus cutaneous superficial- 
is of knee [Sathyanarayana] 1226 (Au) 

unilateral nevoid telangiectasia (letter) [Or- 
tonne] 446 (Mr) 

woolly “hair, 2 case reports, unruly hair forms 
[Lantis] 233 (Fe) 

Nevus, Pigmented 

balloon cell, clinical and histologie characteristics 
[Goette] 109 (Ja) 

eruptive nevocytie nevi after Lyell's syndrome 
(letter) [Goerz] 1400 (Se) 

halo congenital, without histological inflamma- 
tion (letter) [King] 1242 (Au) 

halo nevi without dermal infiltrate (letter) [Gau- 
thier] (reply) [Brownstein] 1718 (No) 

halo with exceptional clinical features, apparent 
arrest of nevus cell degeneration and return of 
pigment to halo [Berman] 1081 (Jy) 

ichthyosis hystrix [Basler] 1059 (Jy) 

incontinentia pigmenti, evidence for both neutro- 
phil and lymphocyte dysfunction [Jessen] 1182 
(Au) 

multiple agminate spindle and epithelioid cell 
nevi in adult [Weimar] 1383 (Se) 

of large spindle and/or epithelioid cells (Spitz's 
nevus) [Paniago-Pereira] 1811 (De) 

progressive cribriform and zosteriform hy perpig- 
mentation [Rower] 98 (Ja) 

reticular pigmented anomaly of flexures [How- 
ell] 400 (Mr) 

smooth muscle hamartoma associated with Beck- 
er's nevus [Urbanek] 104 (Ja) 

speckled lentiginous nevus [Stewart] 895 (Je) 

New England Dermatological Society 

transactions, Feb 2, 1977, 1564 (Oc); Nov 12, 1975, 
1726 (No) 

NEWS AND NOTES 

144 (Ja), 302 (Fe), 465 (Mr), 631 (Ap), 808 (My), 
971 (Je), 1104 (Jy), 1253 (Au), 1403 (Se), 1557 
(Oc), 1730 (No), 1846 (De) 

Niacinamide see Nicotinamide 

Nicotinamide 

pityriasis rubra pilaris responding to aminonico- 
tinamide [Binnick] 1348 (Se) 

topical 6-aminonicotinamide plus oral niacinam- 
ide for psoriasis [Zackheim] 1632 (No) 

Nipples see Breast 

Nitrogen Mustard Compounds 

Hand-Schiiller-Christian disease in septuagenar- 
ian [Dolezal] 85 (Ja) 

Noonan's Syndrome 

cutaneous manifestations of [W yre] 929 (Je) 

Nose 

rhinophycomyeosis entomophthorae [Herstoff] 
1674 (No) 

Nosocomial Infection see Cross Infection 

Nystatin 

primary cutaneous aspergillosis in leukemic child 
[Carlile] 78 (Ja) 


o 


Obituaries 

Carl Truman Nelson, 1908-1978, in memoriam 
[Domonkos] 1455 (Oc) 

Clark Wylie Finnerud, MD, 1895-1977, in memo- 
riam [Sulzberger] 444 (Mr) 

Occlusive Dressings 

effects of occlusive tape systems on mitotie activ- 
ity of epidermis, with and without corticoste- 
roids [Fisher] 384 (Mr) 

variable occlusive tape systems and mitotic activ- 
ity of stripped human epidermis, effects with 
and without hydrocortisone [Fisher] 727 (My) 

Occupational Dermatitis 

contact urticaria, contact dermatitis, and asthma 
from cockroaches (letter) [Zschunke] 1715 
(No) 

Occupational Diseases 


primary inoculation tuberculosis of skin, prosec- 





' pes—Continued 

 "tor's paronychia [Goette] 567 (Ap) - 

Octoxynot 9 * 

reexamination of potential comedogenicity of 
sulfur [Strauss] 1340 (Se) | 

Ointments 

contact dermatitis due to multiple corticosteroid 
creams [Coskey] 115 (Ja) 

high-potency corticosteroid, hydrocortisone vs 
(letter) [Baden] 798 (My} 

studies on betamethasone valerate vs fluocino- 
nide (letter) [Robins] 623 (Ap) 

Oncolysis see Neoplasms 


Optic Nerve . 

mycosis fungoides involving brain and | Pariser] 
397 (Mr) 

Orbit 


glaucoma induced by applicatio. of corticoster- 
oids to periorbital region [Nielsen] 953 (Je) 

Orbital Neoplasms 

multiple periorbital fibrous histiocytomas, light 
and electron microscopie study [Ronan] 1345 
(Se) 

Oriental Sore see Leishmaniasis 

Outbreaks see Disease Outbreaks 

Ovarian Neoplasms 

cystadenocarcinoma, bullous pemphigoid and, 
immunologic studies [Dahl] 903 (Je) 

Over the Counter Drugs see Drugs, Non- 
Prescription 

Oxygenation, Hyperbaric see Hyperbaric Oxy- 
genation 


p 


Paba-film see Padimate A 

Padimate A 

phototoxieity to sunscreen ingredient [Kaidbey] 
947 (Ap); ‘experiment in nature’ (letter) 
[Grant] 1715 (No) 

Paget Disease, Extra-Mammary 

pagetoid retieulosis (Woringer-Kolopp disease), 
histopathologie and ultrastruetural observa- 
tions [Medenica] 262 (Fe) 

Paint 

red poster paint tattoo granuloma (letter) 
[Sehmidt] 965 (Je) 

Pancreatic Neoplasms 

glucagonoma syndrome, distinctive eutaneous 
marker of systemie disease [Swenson] 224 
(Fe) 

Pancreatitis 

aequired zine deficiency dermatosis in man 
[Weismann] 1509 (Oc) ; 

Pancytopenia 

x-linked dyskeratosis congenita with [Gutman] 
1667 (No) 

Papilioma 

florid cutaneous papillomatosis [Schwartz] 1803 
(De) 

treatment of oral florid papillomatosis with 
intra-arterial bleomycin, Holter catheter for 
[Hagedorn] 1083 (Jy) 

Papulosis 

malignant atrophie, treatment with aspirin and 
dipyridamole [Stahl] 1687 (No) 

Parakeratosis see Keratosis 

Parakeratosis Variegata see Parapsoriasis 

Paranasal Sinus Neoplasms 

malignant, involving skin [King] 1681 (No) 

Paraproteins 

plane xanthoma and multiple myeloma with lipo- 
protein—paraprotein complexing [Taylor] 425 
(Mr) 

Parapsoriasis 

Mucha-Habermann's disease in children, treat- 
ment with erythromycin [Shavin] 1679 (No) 

Paraquat 

pereutaneous absorption, association with cuta- 
neous lesions and respiratory failure [New- 
house] 1516 (Oc) 

Parasitic Diseases 

monosymptomatie hypochondriacal psychosis 
manifesting as delusions of parasitosis, 4 cases 
successfully treated with pimozide [Munro] 940 


Geo 


















uM Parenteral Feedin 


essential fatty acid deficiency during (etter 
{Schroeter} 800 (My) | 
zine deficiency and aerodermatitis after intrave- 
^ mous hyperalimentation [Bernstein] 1070 (Jy) 
“Parenteral Hyperalimentation see Parenteral 
- Feeding 

.- Patent Medicines see Drugs, Non-Prescription 


- .Patients' Visitors see Visitors to Patients 


“Pemphigus. 


< antibody, fate of, following successful therapy, 


determinations to regulate therapy [O'Lough- 
lin] 1769 (De) 

benign mucous membrane pemphigoid in 18- 
year-old woman (letter) [Worsaae] 1093 (Jy) 

bullous pemphigoid and other disorders asso- 

eiated with autoimmune phenomena [Callen] 
245 (Fe) 

bullous pemphigoid and ovarian cystadenocarei- 
noma, immunologic studies [Dahl] 903 (Je) 

bullous pemphigoid in children [Robison] 899 

Se) 

bullous pemphigoid, therapy in patients with and 

" without diabetes mellitus [Downham] 1639 

| (No) 

- . childhood, treated with gold [Paltzik] 768 (My) 

chronic benign familial, minimal involvement 
mimicking chronic perianal candidiasis [Wil- 
kin] 186 (Ja) 

cicatricial pemphigoid and rheumatoid arthritis 
[Spigel] 415 (Mr) 

.eicatrical pemphigoid (Brunsting-Perry type), 
case report, immunofluorescence findings [Ja- 
coby} 779 (My) 

coexistent psoriasis and bullous pemphigoid 
[Koerber] 1643 (No) 

--. eoexistence of bullous pemphigoid and systemic 

-O Jupus erythematosus [Kumar] 1187 (Au) 


¿o coexistence of malignancies with bullous pem- 


.jphigoid (letter) [Chorzelski] 964 (Je) 

complement-fixing antibodies [Hashimoto] 1191 
(Au) 

familial benign ehronic (Hailey-Hailey disease), 
and syringoma of vulva, simultaneous occur- 
renee of (letter) [King] 801 (My) 

immunofluorescence of biopsy specimens, com- 
parison of methods of transportation [Nisen- 
gard] 1329 (Se) 

induced by gold sodium thiomalate (letter) [Miya- 
moto] 1855 (De) 

lymphomatoid granulomatosis after immunosup- 
pression for [Jauregui] 1052 (Jy) 


>. topical sulfadiazine silver for bullous pemphigoid 


(letter) [Chadwick] 803 (My) 

vegetans of Hallopeau (letter) [Forman] 627, 
(reply) [Nelson] 628 (Ap) 

vulgaris, successful use of cyclophosphamide and 
prednisone for initial treatment of [Fellner] 
889 (Je) 

Penicillin G, Benzathine 

nephrotic syndrome and granulomatous hepatitis 
in secondary syphilis [Bansal] 1228 (Au) 

Penile Neoplasms 

- multieentrie Bowen's disease of genitalia, spon- 
taneous regression of lesions [Berger] 1698 
(No) | 

verrueous carcinoma, successful treatment with 
eryosurgery and topical fluorouracil [Carson] 
1546 (Oc) 

Penis 

penile cysts and canals (letter) [Golitz] (reply) 
[Powell] 802 (My) 

Periactin see Cyproheptadine 

Periadenitis see Stomatitis, Aphthous 

Periodicals 

are medical journals obsolete? [Soffer] 187 (Fe), 
(letter) [Hussey] 1245 (Au) 

Peripheral Nerves 

Sézary syndrome, case showing neuropathy and 
bone marrow fibrosis [Bargman] 1360 (Se) 

Peroxides see Benzoyl Peroxide 

Petechiae see Purpura 

Phenantoin see Phenytoin 


T o -Phenytketonuria 





hypersensitivity 





ype ity reaction [Stanley] 1350. (Se), 

correction, 1787 (De) 

Philadelphia Dermatological Society 

transactions, Nov 21, 1975, 975 (Je); April 9, 1976, 
1101 (Jy); Oct 3, 1975, 1727 (No); Feb 20, 1976, 
1864 (De) 

Photochemotherapy 

anthracene with near ultraviolet light inhibiting 
epidermal proliferation [Walter] 1463 Wc) 

for psoriasis (letter) [Hensley] (reply) [Roenigk] 
1243 (Au) 

of psoriasis (PUVA) without specialized equip- 
ment [Petrozzi] 387 (Mr) 

oral methoxsalen, for aene vulgaris (letter) [Par- 
rish] 1241 (Au) 

pruritus during, treatment of (letter) [Jordan] 
1552 (Oc) 

psoralen-UV A-treated psoriatic lesions [Hashi- 
moto] 711 (My) 

trioxsalen vs methoxsalen in treatment of psoria- 
sis (letter) [Skogh] 1399 (Se) 

ultraviolet phototherapy and photochemotherapy 
of acne vulgaris [Mills] 221 (Fe) 

vitiligo, ehronie thrombocytopenia, and autoim- 
mune hemolytic anemia [Walters] 1366 (Se) 

Woronoff's rings with PUVA therapy [Lowe] 278 
(Fe) 

Photodynamic Therapy see Photochemothera- 


py 

Photosensitization 

allergic contact photodermatitis to para-amino- 
benzoic acid [Mathias] 1665 (No) 

carrots and photodermatitis (letter) [Rattet] 
(reply) [Mathews-Roth] 1401 (Se) 

contact photoallergy to 6-methyleoumarin in 
proprietary sunscreens [Kaidbey] 1709 (No) 

crude coal tar plus near ultraviolet light. 
suppresses DNA synthesis in epidermis 
[Stoughton] 43 (Ja) 

development of SLE-like syndrome and, in 
psoriasis [Millns] 1177 (Au) 

drug, induction after parenteral exposure to 
hematoporphyrin [Zalar] 113:1392 (Oc), correc- 
tion, 114:55 (Ja) 

due to fluorouracil derivative [Horio] 1498 (Oc) 

heredity of chronic polymorphous light eruptions 
[Jansén] 188 (Fe) 

hydroa vacciniforme [Bickers] 1193 ( Au), corree- 
tion, 1642 (No) 

Kindler's syndrome [Alper] 457 (Mr) 

photoallergic urticaria induced by visible light 
[Horio] 1761 (De) 

photo-onycholysis secondary to psoralen use (let- 
ters) [Rau] 448 (Mr), [Dawber] 1715 (No) 

phototoxicity to sunscreen ingredient, padimate 
A [Kaidbey] 547 (Ap); ‘experiment in nature’ 
(letter) [Grant] 1715 (No) 

sister chromatid exchanges in Bloom's syndrome 
[Dicken] 755 (My) 

Phycomycetes 

rhinophycomycosis entomophthorae [Herstoff] 
1674 (No) 

Physician-Patient Relations 

personal responses of patients to vitiligo, impor- 
tance of patient-physician interaction [Porter] 
1384 (Se) 

Phytohemagglutinin 

selective immunological evaluation of mycosis 
fungoides [Cooperrider] 207 (Fe), correction, 
943 (Je) 

Phytonadione 

delayed cutaneous reaction to [Robison] 1790 
(De) 

Pigmentation 

halo nevi without dermal infiltrate (letter) [Gau- 
thier] (reply) [Brownstein] 1718 (No) 

Pigmentation Disorders 

congenital pigment formation (letter) [Dupré] 
(reply) [Coffin] 964 (Je) 

congenital poikiloderma with features of heredi- 
tary acrokeratotic poikiloderma [Draznin] 1207 
(Au) 

failure of flat warts to recur in electrosurgically 

altered skin [Berman] 1797 (De) 














































rders—Continued = 
fan “eutaneous amyloidosis [Va 
focal dermal hypoplasia syndrome, second kno: 
case in Japan [Yoshikawa] 1078 (Jy) — 
genetics of follicular atrophoderma [Curth] 147 
halo around histiocytoma (letter) [Berman] 171 
(No) | 
halo congenital nevus 
inflammation (letter) [King] 1242 (Au) a 
hereditary congenital hypopigmented and hyg e 
pigmented macules [Westerhof] 931 (Je) ~ 
hydroquinone nail pigmentation (letter) [Gar 
1402 (Se) 
ichthyosis hystrix [Basfer] 1059 (Jy) 
incontinentia pigmenti, evidence for bot 
phil and lymphocyte dysfunetion [Jes 
(Au) | he 
infant with abnormal pigmentatio 
tions, and immune deficiency |. 
(Jy) | 
leukoderma as sequela of lichen planu 
[Kanwar] 130 (Ja) A - 
progressive cribriform and zosteriform: 
mentation [Rower] 98 (Ja). |. 
retieular pigmented anomaly of fi 
el]4 M) t: 
reticulate pigmented anomaly of fl 
ing Degos disease, new genodei 
1150 (Au) . 
speckled (particulate) epiderm. 


without histological 





deposition in normal skin, su 
tissue disease characterized 
extractable nuclear antigen [! 
(My) A 2 7 
universal acquired melanoses, carbo 
Maldonado] 715 (My) i 
uveitis, poliosis, hypomelanosis, a 
patient with malignant melanot 
(Mr) ims 2 
x-linked dyskeratosis congenita wit] 
nia [Gutman] 1667 (No) dus 
Pilomatricoma oe 
associated with myotonic dystrophy. 
ti] 1363 (Se) A 
Pimozide TC 
monosymptomatie hypochondriacal 
manifesting as delusions of parasite 
successfully treated with [Munro] 
Pityriasis 2. 
lichenoides et varoliformis acuta, M 
mann's disease in children, ti 
erythromycin [Shavin] 1679 (Ni 
Pityriasis Rubra Pilaris . 
responding to aminonicotinamide 
(Se) E 
topical 6-aminonicotinamide plus 
ide therapy for psoriasis [Z 
(No) | 
Placebos = 
oral zinc therapy of acne, absorpt 
effect [Orris] 1018 (Jy) 7 
Plants 
tumbleweed dermatitis [Powell]: 
Plasma Cells d 
eutaneous manifestations of sin 
with massive lymphadenopath 
191 (Fe) Ma 
Plasmacytes see Plasma Cells . 
Plasmacytoma BE 
cutaneous, in myeloma, relationshiy 
burden [Alberts] 1784 (De) : 
Plastics 
unilateral segmental hyperhidrosis, 
20% aluminum chloride solution t 
wrap [Dworin] 770 (My) MN 
Pneumonia, interstitial see Pulmonary. 
Poikiloderma Congenitale — b 
Kindler's syndrome [Alper] 457 (Mr) ` 
with features of hereditary acrokeratotie 
loderma [Draznin] 1207 (Au) E 
Poliosis "s 
uveitis, hypomelanosis, alopecia and, in patien 
with malignant melanoma [Sober] 439 (Mr) 








Subject index 1889. 






































irus Vaccine, Or. 
Sabin's, in recurrent herpes si 
- _ [Tager] (reply) [Bierman] 1094 (Jy) 
Polychondritis, Relapsing — 
. with positive direct immunofluorescence (letter) 
. [Bergfeld] 127 (Ja) 
, Porphyria 
coexistence of 2 types in 1 family [Levine] 613 
| (Ap) 
congenital beta carotene in (letter) [Sneddon] 
-.1242, (reply) [Stretcher] 1243 (Au) 
iea tarda, causes and genetic predisposition 
(letter) [Tio] 129 (Ja) 
Ing all possible sources, literature on sele- 
rmoid porphyriagcutanea tarda (letter) 
escluse] 626 (Ap) 

Management, Medical 
ractice of dermatology in US, initial 
gs [Mendenhall] 1456 (Oc) 


sphamide, successful use for initial 
ent of pemphigus vulgaris [Fellner] 889 


r mphigoid, therapy in patients with and 
t diabetes mellitus [Downham] 1639 


stomatitis, complication of immuno- 
' therapy [Zizmor] 1711 (No) 

vatum diutinum that responded to 

nzer] 802 (My) 

of alopecia totalis [Unger] 1486 








arcoidosis (letter) [Meyers] 447 (Mr) 
e infection due to herpes simplex 
06 (Mr) 

Complications 

aternal risk factors in herpes gesta- 
awley] 552 (Ap) 

ionis (letter) [Sehiffner] 448 (Mr) 
rpetiformis or generalized pustular 
Oosterling] 1527 (Oc) 








paint tattoo 


; granuloma (letter) 
€ index in malignant melanoma 
oeekel] 871 (Je) 

landins 

esis of erythromelalgia [Jørgensen] 112 


ng in Goeckerman treatment of 
etter) [Rogers] 963 (Je) 


a 
= manifestations of hypereosino- 
rome [Kazmierowski] 531 (Ap) 
hronic polymorphous light eruptions 
188 (Fe) 
tynotis infestation (letter) [Kristensen] 
Se) 
rotic tuberculid secondary to Mycobac- 
mis [Iden] 564 (Ap) 
ter) [Waisman] (reply) [Schamberg] 


(letter) [Jordan] 1552 (Oc) 
wculosis see Sarcoidosis 

oma Elasticum 
nt findings (letter) [Fellner] 288 





r (letter) [Schwartz] 1400 (Se) 
idermal elimination [Schwartz] 279 


 Methoxsalen 


e with near ultraviolet light inhibiting 
proliferation [Walter] 1463 (Oc) 
|. ent with bullous pemphigoid [Koerber] 
(No) 
eoal tar plus near ultraviolet light 
presses DNA synthesis in epidermis 
joughton] 43 (Ja) | 
dermatitis and Sézary's cells (letter) [Duncan] 
.. 623 (Ap) 
“destructive scalp alopecia in (letter) [Verbov] 289 
| (Fe) | 
development of photosensitivity and SLE-like 
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(Je)* 
mutilating acrodermatitis continua (Hallopeau's 
acrodermatitis) associated with [MeDonald] 
1385 (Se) 
nasopharyngeal earcinoma associated with long- 
term arsenic ingestion [Prystowsky] 602 (Ap) 
photochemotherapy for (letter) [Hensley] (reply) 
[Roenigk] 1243 (Au) 
photochemotherapy (PUVA) without specialized 
equipment in [Petrozzi] 387 (Mr) 
progressive interstitial lung disease from pro- 
longed methotrexate therapy [Kaplan] 1800 
(De) 
psoralen-U VA-treated psoriatic lesions [Hashi- 
moto] 711 (My) 
seroepidemiologic search for cause of (letter) 
[Ratner] 799 (My) 
studies on betamethasone valerate vs fluocino- 
nide (letter) [Robins] 623 (Ap) 
topical 6-aminonicotinamide plus oral niacinam- 
ide therapy for [Zackheim] 1632 (No) 
treatment with dialysis (letter) [Anderson] 966 
(Je) 
trioxsalen vs methoxsalen in treatment of (let- 
ter) [Skogh] 1399 (Se) 
Woronoff’s ring in Goeckerman treatment of 
(letter) [Rogers] 963 (Je) 
Woronoff's rings with PUVA therapy [Lowe] 278 
(Fe) | 
Psychoses 
monosymptomatie hypochondriacal manifesting 
as delusions of parasitosis, 4 cases successf ully 
treated with pimozide [Munro] 940 (Je) 
Psychoses, Manic-Depressive x 
generalized pustular psoriasis precipitated by 
lithium earbonate [Lowe] 1788 (De) 
Pulmonary Fibrosis 
neurofibromatosis and interstitial lung disease 
[Davis] 1368 (Se) 
progressive interstitial lung disease from pro- 
longed methotrexate therapy [Kaplan] 1800 
(De) 
Pulmonary Neoplasms see Lung Neoplasms 
Purpura 
essential IgG cryoglobulinemia with cold urtica- 
ria and [Koda] 784 (My) 
fulminans, atypical, with benign monoclonal 
gammopathy [Friedenberg] 578 (Ap) 
skin lesions in paroxysmal nocturnal hemoglobi- 
nuria [Rietschel] 560 (Ap) 
skin signs of fat embolism (letter) [Pollock] 1399 
(Se) 
Pus see Suppuration 
Pyoderma 
gangrenosum, abnormal monocyte function cor- 
rected in vitro with hydrocortisone [Norris] 906 
(Je) 
gangrenosum associated with myeloid disorder 
(letter) [Maleville] 1400 (Se) 
gangrenosum, bullous, and acute leukemia 
[Sheps] 1842 (De) 
gangrenosum, diffuse pustular eruption asso- 
ciated with ulcerative colitis [O'Loughlin] 1061 
(Jy) 
gangrenosum, hyperbarie oxygen treatment of 
[Wyrick] 1232 (Au) 


Racial Stocks 

role of race in scabies infestation (letter) [ Alex- 
ander]627 (Ap) -— 

Radiation Injuries 

dermatitis following electron beam therapy, eval- 

uation 10 years after total skin irradiation for 

mycosis fungoides [Price] 63 (Ja) -— 








Food and Drug Administration recommenda- 
tions on radiation of benign diseases [Gokd- 
schmidt} 1149 (Au) - 

for acne, thyroid neoplasms after [Epstein] 1017 
(Jy) 

for adolescent aene vulgaris, thyroid neoplasms 
after [Paloyan] 53 (Ja) 

radiation dermatitis following electron beam 
therapy, evaluation 10 years after total skin 
irradiation for mycosis fungoides [Price] 63 
(Ja) 

Raynaud's Disease 

migraine and systemic scleroderma [Goldberg] 
550 (Ap) 

Receptors, Histamine 

proposed use of H,-receptor antagonists in urti- 
caria and atopic dermatitis (letter) [Paslin] 
1855 (De) 

Receptors, Histamine H2 see Receptors, Hista- 
mine 

Recklinghausen's Disease of Nerve see Neuro- 
fibromatosis 

Respiratory Failure see Respiratory insufficien- 
cy 

Respiratory insufficiency 

pereutaneous paraquat absorption, association 
with cutaneous lesions and respiratory failure 
[Newhouse] 1516 (Oc) 

Reticular Formation 

reticular pigmented anomaly of flexures [How- 
ell] 400 (Mr) 

Reticuloendothelial System see also Histio- 
cytes 

pagetoid reticulosis (Woringer-Kolopp disease), 
histopathologic and ultrastructural observa- 
tions [Medenica] 262 (Fe) 

Reticuloendotheliosis 

monocytic leukemia, clinically appearing as "ma- 
lignant reticulosis of skin” [Burg] 418 (Mr) 

Sézary cell syndrome (small cell variant) [Bondi] 
1864 (De) 

Retinoic Acid see Tretinoin 

Retroperitoneal Neoplasms 

liposarcoma metastatic to scalp [Peison] 1358 
(Se) 

REVIEW 

nevus of large spindle and/or epithelioid cells 
(Spitz's nevus) [Paniago-Pereira] 1811 (De) 

Reviewers 

for 1977 [Epstein] 529 (Ap) 

Rhinophycomycosis 

entomophthorae [Herstoff] 1674 (No) 

Ringworm see Tinea 

Rodent Ulcer see Carcinoma, Basal Cell 

Rubeola see Measles 

Running 

complieation of jogging (letter) [Ross] 1856 (De) 


S 


Sabin Vaccine see Poliovirus Vaccine, Oral 

Salicylic Acids 

coexistent psoriasis and bullous pemphigoid 
[Koerber] 1643 (No) 

effect on percutaneous absorption of hydrocorti- 
sone [Wester] 1162 (Au) 

Salivary Gland Neoplasms 

malignant neoplasms of paranasal sinuses involv- 
ing skin [King] 1681 (No) 

Sarcoidosis 

associated with mycosis fungoides [McFarland] 
912 (Je) 

iehthyosiform [Kauh] 100 (Ja), (letter) [Kelly] 
1551 (Oc) 

ulcerative (letter) [Meyers] 447 (Mr) 

Sarcoma, Kaposi's 

cutaneous, treatment with intralesional vineris- 
tine [Odom] 1693 (No) 

Sarcoptes scabiel 

demonstration of (letter) [Lomholt] 1096 (Jy) 

diagnosis of scabies (letter) [Kavli] 798 (My) 

Scabies : 

demonstration of Sarcoptes scabiei (letter) [Lom- 
holt] 1096 (Jy) 











diagnosis of (letter) [Kavli] 798 (My) 










+ Arch Der 





epidemiology in. Paa 1900 to 1975 
phersen] 747 (My) 7 

in “blacks, request for data (letter) [Kelly] 1 1245 
(Au) 

nosocomial outbreak of [Gooch] 897 (Je) 

role of race in scabies infestation (letter) [Alex- 
ander] 627 (Ap) 

usual, with nail infestation [Saruta] 956 (Je) 

Scalp 

aggressive basal cell carcinoma of [Gormley] 782 
(My) 

angioendothelioma, unusual ease in American 
black [Greist] 1690 (No) 

destructive alopecia in psoriasis (letter) [Verbov] 
239 (Fe) 

endometrial adenocarcinoma metastatie to [Ras- 
bach] 1708 (No) 

enlightened views on freckles and dandruff from 
Thomas Edison (letter) [Brodin] 1095 (Jy) 

inunction of estradiol, persistent gynecomastia 
resulting from [Gabrilove] 1672 (No) 


nodular lymphoma of, in systemic lupus erythe-- 


matosus [Hart] 1564 (Oc) 

pseudofolliculitis capitis (letter) [Brauner] (reply) 

. [Odom] 290 (Fe) 

retroperitoneal liposarcoma metastatic to [Pei- 
son] 1358 (Se) 

spindle eell lipoma, unusual dermatologie presen- 
tation [Brody] 1065 (Jy) 

Scapula 

multiple cutaneous metastases of chondrosarco- 
ma of [King] 584 (Ap) 

Scars see Cicatrix 

Schaumann's Disease see Sarcoidosis 

Scholtz Regimen 

in atopie dermatitis (letter) [Tompkins] (reply) 
[Ayers] 1099 (Jy) 

Schüller-Christian Disease see Hand-Schüller- 
Christian Syndrome 

Scleroderma, Circumscribed 

eosinophilia and diffuse fasciitis [Fleischmajer] 
1320 (Se), [Chanda] 1522 (Oc) 

epidermal nucleolar IgG deposition in clinically 
normal skin, clinical and serologic features 
[Prystowsky] 536 (Ap) 

including all possible sources, literature on sele- 
rodermoid porphyria cutanea tarda (letter) 
[Delescluse] 626 (Ap) 

linear morphea [Siegal] 1565 (Oc) 

localized, concurrent discoid lupus erythematosus 
and, ‘mixed’ or ‘overlap’ syndrome [Umbert] 
1473 (Oc) 

phenylketonuria and [Lasser] 1215 (Au) 

Sézary syndrome, case showing peripheral neu- 
ropathy and bone marrow fibrosis [Bargman] 
1360 (Se) 

Shulman syndrome, eosinophilia, hypergamma- 
globulinemia, and diffuse seleroderma-like 
process of extremities [Shewmake] 556 (Ap) 

Scleroderma, Systemic 


eosinophilia, diffuse fasciitis and [Fleischmajer] 


1320 (Se) 

migraine and [Goldberg] 550 (Ap) 

Sclerosis, Progressive Systemic see Scleroder- 
ma, Systemic 

Scrotum 

dermatofibrosarcoma protuberans with T 
node involvement, simultaneous occurrence 
with atypical fibroxanthoma of skin [Hausner] 
88 (Ja) 

idiopathic calcinosis of [Fisher] 957 (Je) 

reticular pigmented anomaly of flexures [How- 
ell] 400 (Mr) 

Seaweed 

dermatitis from purified algae toxin (debromoa- 
plysiatoxin) [Solomon] 1333 (Se) 

Sebaceous Glands 

cutis punctata linearis colli (letter) [Pinkus] (re- 
ply} [Butterworth] 625 (Ap) 

Seborrhea 

enlightened views on freckles and dandruff from 
Thomas Edison (letter) [Brodin] 1095 (Jy) 


- florid cutaneous papillomatosis Inst 1803 


(Oe 









syndrome (Ka 
ki's disease). new y disease remaking its debut 
[Kahn] 948 (Je) 
Septicemia 


hypothermia and generalized skin disease (letter) 
[Cueinell] 1244 (Au) 


Serology 
seroepidemiologie search for eause of psoriasis 
(letter) [Ratner] 799 (My) 2 


Sézary Syndrome 

case showing peripheral neuropathy and bone 
marrow fibrosis [Bargman] 1360 (Se) 

ease with fetal-type glycogen and lymphocytic 
lymphoma [Menefee] 772 (My) 

dermatitis and (letter) [Duncan] 623 (Ap) 

small cell variant [Bondi] 1864 (De) 

Shingles see Herpes Zoster 

Shock, Anaphylactic see Anaphylaxis 

Shoes 

Nike training shoe dermatitis (letter) [Hanifin] 
289 (Fe) 

Shuiman Syndrome 

eosinophilia, hypergammaglobulinemia, and dif- 
fuse scleroderma-like process of extremities 
IShewmake] 556 (Ap) 

Siderosis see Hemosiderosis 

Silver 

generalized argyria, clinieopathologie features 
and histochemical! studies [Pariser] 373 (Mr) 

Silver Sulfadiazine see Sulfadiazine 

Sjógren's Syndrome 

acute febrile neutrophilie dermatosis associated 
with [Prystowsky] 1234 (Au) 

Skin 

clinically normal, epidermal nucleolar IgG deposi- 
tion in, clinical and serologic features [Prys- 
towsky] 536 (Ap) 

closure, more on (letter) [Ely] 125 (Ja) 

columnar epidermal necrosis, special form of 
toxic epidermal reaction? [Tagami] 925 (Je) 

crude coal tar plus near ultraviolet. light 
suppresses DNA synthesis in epidermis 
[Stoughton] 43 (Ja) 

cutaneous and urinary complications of central 
umbilical artery injection (letter) [Ortonne] 286 
(Fe) 

eutaneous eiliated eysts [Farmer] 70 (Ja), (letter) 
[Clark] 1246 (Au) 

effects of occlusive tape systems on mitotic activ- 
ity of epidermis, with and without corticoster- 
oids [Fisher] 384 (Mr) 

glittering with gold therapy (letter) [Kohn] 287 
(Fe) 

normal, speckled (particulate) epidermal nuclear 
IgG deposition in, subset of connective tissue 
disease characterized by antibody to extraeta- 
ble nuclear antigen [Prystowsky] 705 (My) 

secondary cutaneous mucinosis with systemic 
lupus erythematosus, case, review of literature 
[Gammon] 432 (Mr) 

variably occlusive tape systems and mitotic activ- 
ity of stripped human epidermis, effects with 
and without hydrocortisone [Fisher] 727 (My) 

Skin Absorption 

effect of salicylic acid on percutaneous absorp- 
tion of hydrocortisone [Wester] 1162 (Au) 

percutaneous absorption in experimental epider- 
mal proliferation [Solomon] 1029 (Jy) 

percutaneous absorption of topical triamcinolone 
in children [Rasmussen] 1165 (Au) 

percutaneous paraquat absorption, association 
with cutaneous lesions and respiratory failure 
[Newhouse] 1516 (Oc) 

Skin Diseases 

acquired zine deficiency dermatosis in man 
[Weismann] 1509 (Oc) 

dermatology patient visits in military (letter) 
[Garcia] 289 (Fe) 

focal dermal hypoplasia syndrome, second known 
case in Japan [Yoshikawa]-1078 (Jy) 

generalized, and hypothermia (letter) [Cucinell] 
1244 (Au) 

human infection with Dirofilaria [Payan] 593 
(Ap) 





^. isolated nodular cutaneous histoplasm 



































ous i aetna (letter) [Am 


Skin Diseases, Bullous see also Herpes Gesta 
tionis 
bullous pemphigoid and other disorders- asso 
ciated with autoimmune phenomena [Callen 
245 (Fe) 
bullous pemphigoid and ovarian Systadonccant. 
noma, immunologic studies. [Dahl] 908 (Je) 
bullous pemphigoid in children [Robison] 899 
(Je) 
bullous pemphigoid, therapy in patients with 
without diabetes mellitus [Downham] 
(No) 
coexistence of bullous p&mphigoid and sys 
lupus erythematosus [Kumar] 1187 (Ax 
coexistence of malignancies with bullou 
phigoid (letter) [Chorzelski] 964 (Je 
coexistent psoriasis and bullous: 
[Koerber] 1643 (No) : 
febrile neutrophilic dermatosis in acute : 
nous leukemia [Raimer] 413 (Mr). 
hydroa vacciniforme [Bickers] 1193 HAS 
tion, 1642 (No) 
man eating tiger? antibasal cell an’ 
[Spatz] (reply) [Shmunes] 125. {J 
and en dashes (letter) [Arnold] 124: 
mechanobullous disease of newb 
syndrome [Smith] 81 (Ja) 
pyoderma gangrenosum and aeut 
[Sheps] 1842 (De) 
Skin Manifestations 
angioimmunoblastic ly mphadenopat 
ized lymphoproliferative disorder 
loff] 92 (Ja) 
glucagonoma syndrome, distinet 
marker of systemic disease [S$ 
(Fe) 
in paroxysmal nocturnal hemoglobin 
hel] 560 (Ap) 


manifestation of recurrent dissei 
ease [Chanda] 1197 (Au) 
Leser-Trélat associated with acute let 
ter) [Greer] 1552 (Oc) 
necrotizing fasciitis [Koehn] 581. (Ap) 
of hypereosinophilie syndrome [Kaz 
581 (Ap) 
of Kindler's syndrome [Alper] 457 (M 
of Noonan's syndrome [Wyre] 829 ¢ 
of sinus histiocytosis with massive ly 
athy [Thawerani] 191 (Fe) ; 
of spinal dysraphism, patient with ta 
ma, review of 200 cases [Tavafoghi 
signs of fat embolism (letter) [P 
(Se) ; 
singular dermatosis of mongols [Fit 
superior vena caval syndrome [Prig 
Skin Neoplasms 
aggressive basal cell carcinoma of i 
ley] 782 (My) : 
aggressive chondroid syringoma, u 
tion, local recurrence [Botha] 954: 
angioendothelioma, unusual case i 
blaek [Greist] 1690 (No) j 
angiolymphoid hyperplasia with. 
[Henry] 1168 (Au) 
apocrine gland adenoma and adeno 
axilla [Warkel] 198 (Fe) 
aspiration metastases from basal c 
92d known case [Guillan] 589 (Ap 
balloon cell nevus, clinical and histok 
teristies [Goette] 109 (Ja) 
basal cell nevus syndrome in black. pat 
report, literature review [Martin] 1356 
cutaneous involvement by IgD myeloma [i 
1700 (No) 
cutaneous plasmacytomas in myeloma, rel 
ship to tumor cell burden [Alberts] 1784 (De 
cutaneous signs of spinal dysraphism, patient 
with tail-like lipoma, review of 200 cases [Tav-- 
afoghi] 573 (Ap) e 
depigmentation of normal skin to treat ipa : 
mas (letters) [Lerner] 628 (Ap), [Paslin] 155 





Subject index 1891 

















































ermal duct tumor, histochemical and electron 

microscopic study [Hu] 1659 (No) - 

dermatofibrosarcoma protuberans with lymph 

node and pulmonary metastases [Kahn] 599 

(Ap) 

dermatofibrosarcoma protuberans with lymph 

node involvement, simultaneous occurrence 

. with atypical fibroxanthoma of skin [Hausner] 

—.. 88 (Ja) 

diaper area granuloma of aged [Maekawa] 382 

(Mn 

dometrial adenocarcinoma metastatic to scalp 
asbach] 1708 (No) 

dermotropically met&static malignant mela- 

differentiating metastatic from pri- 

melanoma in epidermis [Kornberg] 67 





lagenoma [Smith] 1710 (No) 

anthomas associated with intravenous 

zole therapy [Barr] 1544 (Oc) 
cutaneous papillomatosis [Schwartz] 1803 





ngiofibroma in tuberous sclerosis [Willis] 
(De) 
tumor of tendon sheath involving skin 


944 (Je) 

nnulare at sites of healing herpes 
ill] 1383 (Se) 

histiocytoma (letter) [Berman] 1717 


with exceptional clinical features, 
-arrest of nevus cell degeneration and 
pigment to halo [Berman] 1081 (Jy) 
tment of multiple progressive gloman- 
etter) [Goldman] 1853 (De) 
zioma circumscriptum, deep lymphatic 
ent [Palmer] 394 (Mr) 

d granulomatosis preceded by 
granulomatous dermatitis [Bender] 


és en's disease [Weigand] 282 (Fe) 
canthosis nigricans [Leviatan] 281 


aiignant atrophic papulosis, treatment with 
rin and dipyridamole [Stahl] 1687 (No) 

gnant melanoma, progression, prognosis, 
xy [Callen] 369 (Mr), (letter) [Bart] 1551 





neoplasms of paranasal sinuses involv- 
King] 1681 (No) 

iekness and elective node dissection 

Breslow] 1399 (Se) 

from hepatomas [Reingold] 1045 





ng atypical fibroxanthoma, coexis- 
ith chronic lymphocytie leukemia 
533 (Oc) 

renal cell carcinoma resembling pyo- 
ranuloma [Batres] 1082 (Jy) 

ulated lipomas, formerly called 
ted angiolipomas [Sahl] 1684 (No) 
yscopically oriented histographic sur- 
") [Shelley] 1097 (Jy) 

agminate spindle and epithelioid cell 
It [Weimar] 1383 (Se) 

tastases of scapular chondrosarcoma 
(Ap) 

oepithelioma and breast carcinoma, 
ous appearance of epithelioma ade- 
sticum and infiltrating lobular carei- 
jreast [Sandbank] 1230 (Au) 

basal cell epithelioma [Dvoretzky] 239 





large spindle and/or epithelioid cells 
tz’s nevus) [Paniago-Pereira] 1811 (De) 
r lymphoma of scalp in systemic lupus 
irythematosus [Hart] 1564 (Oc) 
rigin of familial malignant melanomas from 
heritable melanocytic lesions, 'B-K mole syn- 
- drome’ [Clark] 732 (My) 
pedunculated malignant melanoma (letter) [Sha- 
-. fir] 626 (Ap) 
perianal basal cell careinoma [Kraus] 460 (Mr) 
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phy [Chiaramonti] 1363 (Se) 

primary adenoid cystie carcinoma [Headington] 
421 (Mr) 

prognostic index in malignant melanoma 
[Sehmoeckel] 871 (Je) 

progressive nodular histiocytoma [Taunton] 1505 
(Oe)e | 

proliferating systematized angioendotheliomato- 
sis of 5-month-old infant [Pasyk] 1512 (Oc) 

pseudoxanthoma elasticum with transepidermal 
elimination [Sehwartz] 279 (Fe) 

relationship between arsenic intake and internal 
malignant neoplasms [Reymann] 378 (Mr) 

retroperitoneal liposareoma metastatie to scalp 
[Peison] 1358 (Se) 

scalpel excision of basal cell carcinomas [Bart] 
739 (My) 

smooth muscle hamartoma associated with Beck- 
er’s nevus [Urbanek] 104 (Ja) 

solitary nevus lipomatosus cutaneus superficialis 
of knee [Sathyanarayana] 1226 (Au) , 

spindle cell lipoma, unusual dermatologid presen- 
tation [Brody] 1065 (Jy) : 

surgical therapy for basal cell epitheliomas by 
curettage only [McDaniel] 1491 (Oc) 

tendency of fluorouracil to conceal deep foci of 
invasive basal cell carcinoma [Mohs] 1021 (Jy) 

treatment of cutaneous Kaposi's sarcoma with 
intralesional vincristine [Odom] 1693 (No) 

Skin Pigmentation 

delayed blanch reaction in atopie dermatitis (let- 
ter) [Uehara] 1098 (Jy) 

depigmentation of normal skin to treat melano- 
mas (letters) [Lerner] 628 (Ap), [Paslin] 1551 
(Oc) 

role of race in seabies infestation (letter) [Alex- 
ander] 627 (Ap) 

sunburn protection by longwave ultraviolet radi- 
ation-induced pigmentation [Kaidbey] 46 (Ja) 

Skin Transplantation 

bacitracin-induced anaphylaxis (letter) [ Vale] 800 
(My) 

Skin Tuberculosis see Tuberculosis, Cuta- 
neous 

Skin Ulcer 

mal perforans and spina bifida occulta [Lock- 
man] 404 (Mr) 

ulcerative saroidosis (letter) [Meyers] 447 (Mr) 

SOCIETY TRANSACTIONS 

Los Angeles Dermatological Society, Oct 13, 1976, 
811 (My) 

Michigan Dermatological Society, Feb 11, 1976, 
975 (Je); Oct 6, 1976, 1564 (Oc) 

New England Dermatological Society, Feb 2, 
1977, 1564 (Oc); Nov 12, 1975, 1726 (No) 

Philadelphia Dermatologieal Society, Nov 21, 
1975, 975 (Je); April 9, 1976, 1101 (Jy); Oct 3, 
1975, 1727 (No); Feb 20, 1976, 1864 (De) 

Sodium Chloride 

salabrasion of tattoos, correlation of clinical and 
histological results [Koerber] 884 (Je) 

Sodium Gold Thiomalate see Gold 

Solatene see Beta Carotene 

Spina Bifida 

occulta, mal perforans and [Lockman] 404 (Mr) 

Spine 

cutaneous signs of spinal dysraphism, patient 
with tail-like lipoma, review of 200 eases [Tav- 
afoghi| 573 (Ap) 

Splenomegaly 

Lucio’s phenomenon and diffuse nonnodular 
lepromatous leprosy [Rea] 1023 (Jy) 

Spondylarthritis Ankylopoietica see Spondylitis, 
Ankylosing * 

Spondylitis, Ankylosing 

cicatricial pemphigoid and rheumatoid arthritis 
[Spigel] 415 (Mr) 

Sports 

complieation of jogging (letter) [Ross] 1856 (De) 

Staphylococcal infections. 

hyperimmunoglobulin E syndrome [Stanley] 765 
(My) 


pilomatricoma 


yotonie dystro- 








lons—Continued- 


current, defective leukocytotaxia and, abnor- 


mal granulocytes associated with increased 


serum IgE levels in [Jeune] 1372 (Se) 

Staphylococcus 

role of microorganisms in diaper dermatitis 
[Leyden] 56 (Ja) 

Steroids, Fluorinated 

use on face (letter) [Shore] 1403 (Se) 

Stevens-Johnson Syndrome 

associated with Mycoplasma pneumoniae infec- 
tions [Sontheimer] 241 (Fe) 

permanent anonychia after (letter) [Chanda] 626 
(Ap) 

Stippled Epiphyses see Chondrodystrophia Cal- 
cificans Congenita 

Stomach Neoplasms 

adenocarcinoma, florid eutaneous papillomatosis 
associated with [Schwartz] 1803 (De) 

malignant acanthosis nigricans [Leviatan] 281 
(Fe) 

Stomatitis 

diphtherial, complication of immunosuppressive 
therapy [Zizmor] 1711 (No) 

Stomatitis, Aphthous 

recurrent, immunofluorescence study [Ullman] 
955 (Je) 


Streptomyces 

pelletieri, mycetomas caused by, in Madras, India 
[Taralakshmi] 204 (Fe) 

Sulfadiazine 

silver, topical, for bullous pemphigoid (letter) 
[Chadwick] 803 (My) 

Sulfamethoxazole 

fixed drug eruption owing to (letter) [Verbov] 
963 (Je) 

Sulfasalazine 


use in dermatitis herpetiformis in young people 
(letter) [Lowney] 1553 (Oc) 

Sulfur 

reexamination of potential comedogenicity of 
[Strauss] 1340 (Se) 

Sunburn 

protection by longwave ultraviolet radiation- 
induced pigmentation [Kaidbey] 46 (Ja) 

smooth muscle hamartoma associated with Beck- 
er's nevus [Urbanek] 104 (Ja) 

unusual case of suntanning (letter) [Ream] 287 
(Fe) 

Sunlight 

eorrelation of indoor solar simulator and natural 
sunlight, testing of sunscreen preparation 
[Sayre] 1649 (No) 

large cell acanthoma, one of the actinie keratoses 
[Rahbari] 49 (Ja) 

Sunscreening Agents 

allergic contact photodermatitis to para-amino- 
benzoic acid [Mathias] 1665 (No) 

contact dermatitis to homomenthyl salicylate 
[Rietschel] 442 (Mr) 

correlation of indoor solar simulator and natural 
sunlight, testing of [Sayre] 1649 (No) 

phototoxicity to sunscreen ingredient, padimate 
A [Kaidbey] 547 (Ap); ‘experiment in nature’ 
(letter) [Grant] 1715 (No) 

proprietary, contact photoallergy to 6-methyleou- 
marin in [Kaidbey] 1709 (No) 

Suppuration 

cutaneous sinus tracts of dental origin [Lewin- 
Epstein] 1158 (Au) 

diffuse pustular eruption associated with ulcera- 
tive colitis [O'Loughlin] 1061 (Jy) 

generalized pustular psoriasis precipitated by 
lithium carbonate [Lowe] 1788 (De) 

palmar and plantar pustulosis elicited by Candi- 
da antigen [Uehara] 730 (My) 

Surgery 

Mohs, microscopically oriented histographie sur- 
gery (letter) [Shelley] 1097 (Jy) 

scalpel excision of basal cell carcinomas [Bart] 
739 (My) m 

Surgery, Plastic 

cheilitis granulomatosa, successful treatment 

with combined local triamcinolone injections 

and surgery [Krutchkoff] 1208 (Au) 













Sutures — De 
© more on skit closures (letter) [Ely] 125 (Fa) = 
Sweat Gland Neoplasms 
aggressive chondroid syringoma, unusual loca- 
- tion, local recurrence [Botha] 954 (Je) 
-^apoerine gland adenoma and adenocarcinoma of 
- axilla [Warkel] 198 (Fe) 
papillary eccrine adenoma (letter) [Elpern] 1241 
(Au) 
simultaneous occurrence of familial benign 
chronic pemphigus (Hailey-Hailey disease) and 
syringoma on vulva (letter) [King] 801 (My) 
Sweating see Hyperhidrosis 
Sweet’s Syndrome 
acute febrile neutrophilic dermatosis associated 


with Sjógren's syndrome [Prystowsky] 1234 


(Au) 
occurrence in a man (letter) [Matsuoka] 624 
(Ap) 


Swimming Pools 
swimmer's green hair (letter) [Goette] 127 (Ja) 


Swine 
Cysticercus cellulosae cutis [Schlossberg] 459 
(Mr) 
Sycosis see Folliculitis 
 Syphilis 


secondary, nephrotic syndrome and granuloma- 
tous hepatitis in [Bansal] 1228 (Au) 
Syphilis, Congenital 
late, genetic syndrome, associated ichthyosiform 
dermatosis, keratitis, and deafness vs (letter) 
[Allen] (reply) [Baden] 1554 (Oc) 
Syringoma 
on vulva, simultaneous occurrence of familial 
benign chronic pemphigus (Hailey-Hailey dis- 
ease) and (letter) [King] 801 (My) 
_. Syringoma, Chondroid 
. aggressive, unusual location, local recurrence 
[Botha] 954 (Je) 


Taenia 
Cysticercus eellulosae cutis [Schlossberg] 459 
(Mr) 
Taeniarhynchus see Taenia 
| Taeniasis see Cysticercosis 
* Tattooing 
. red poster paint tattoo granuloma (letter) 
[Schmidt] 965 (Je) 
salabrasion of tattoos, correlation of clinieal and 
histological results [Koerber] 884 (Je) 
Telangiectasis 
eortieosteroid-indueed atrophy and, suppression 
with vitamin A (letter) [Rist] 624 (Ap) 
sister chromatid exchanges in Bloom’s syndrome 
[Dicken] 755 (My) 
superior vena caval syndrome [Price] 1056 (Jy) 
unilateral nevoid (letter) [Ortonne] 446 (Mr) 
Temporal Arteries 
aneurysm of superficial temporal artery [Lewis] 
587 (Àp) 
Tendons 
giant cell tumor of tendon sheath involving skin 
[King] 944 (Jej 
Tetracycline 
fixed drug eruptions to [Jolly] 1484 (Oc) 
Mycobacterium marinum infections (letter) 
[Pien] 966 (Je) 
Thiabendazole 
larva migrans complicated by Loeffler’s syn- 
drome [Guill] 1525 (Oc) 
Thrombopenia 
chronie, vitiligo, autoimmune hemolytic anemia 
and [Walters] 1366 (Se) 
- Thrombosis 
eutaneous and subcutaneous endarteritis obliter- 
ans [Kossard] 1652 (No) 
Thymoma 
© triad of lichen planus, myasthenia gravis and 
{Aronson} 255 (Fe) 
Thymus Gland 
. 2 brothers with ichthyosis congenita with thymic 
.. involution [Watanabe] 1225 (Au) 








phocytes 


RN Fd sau pu EM x LA 


after radiation therapy for aene [Epstein] 1017 
(Jy) | 

after radiation therapy for adolescent aene 
vulgaris [Paloyan] 53 (Ja) 

Ticks 

erythema chronicum migrans in America [Nav- 
ersen| 253 (Fe) a 

Tinea 

complication of jogging (letter) [Ross] 1856 (De) 

faciei [Pravda] 250 (Fe) 

Tinea Capitis 

clotrimazole vs haloprogin in (letter) [Papa] (re- 
ply) [VanDersarl] 799 (My) 

trichophytin reactions in children with [Rasmus- 
sen] 371 (Mr) 

Trichophyton simii infection in US not traceable 
to India [Barsky] 118 (Ja) 

Tinea Favosa 

favus, 20 indigenous cases in province of Quebec 
[Joly] 1647 (No) 

Tinea Pedis 

interdigital athlete's foot, interaction of derma- 
tophytes and resident bacteria [Leyden] 1466 
(Oc) 

Toes 

interdigital athlete’s foot, interaction of derma- 
tophytes and resident bacteria [Leyden] 1466 
(Oc) 

Tongue 

histopathology of oral lesions of discoid lupus 
erythematosus [Shklar] 1031 (Jy) 

Tramisol see Levamisole 

Transfer Factor 

combined immunotherapy of malignant melano- 
ma, unusual survival following cerebral metas- 
tasis [Spitler] 1501 (Oc) 

Transportation 

immunofluorescence of biopsy specimens, com- 
parison of methods of [Nisengard] 1329 (Se) 

Trauma see Wounds and Injuries 

Travel 

cutaneous leishmaniasis after visit to Iraq 
[Morales] 976 (Je) 

Tretinoin 

oral treatment of keratosis follicularis with new 
aromatic retinoid [Orfanos] 1211 (Au) 

Triamcinolone Acetonide 

cheilitis granulomatosa, successful treatment 
with surgery and loeal injections of [Krutch- 
koff] 1203 (Au) 

topical, percutaneous absorption in children [Ras- 
mussen] 1165 (Au) 

treatment of Hallopeau's acrodermatitis with 
(letter) [Arnold] 963 (Je) 

Triamcinolone Diacetate 

calcinosis cutis cireumscripta, treatment with 
intralesional corticosteroid [Lee] 1080 (Jy) 

Trichilemmoma 

rapid spread (letter) [Ackerman] 286 (Fe) 

Trichophytin 

reactions in children with tinea capitis [Rasmuss- 
en] 371 (Mr) 

Trichophyton 

favus, 20 indigenous cases in province of Quebec 
[Joly] 1647 (No) 

simii infection in US not traceable to India 
[Barsky] 118 (Ja) 

Trichophytosis see Tinea 

Trioxsalen 

vs methoxsalen in treatment of psoriasis (letter) 
[Skogh] 1899 (Se) 

Triton X-100 see Octoxynol 9 

Tuberculosis, Cutaneous 

papulonecrotic tuberculid secondary to Mycobac- 
terium bovis [Iden] 564 (Ap) 

primary inoculation, prosectors paronychia 
[Goette] 567 (Ap) 

Tuberculosis Vaccines see BCG Vaccination 

Tuberous Sclerosis 

giant angiofibroma in [Willis] 1843 (De) 

hereditary congenital hypopigmented and hyper- 
pigmented macules [Westerhof] 931 (Je) 






identical, urticaria pigmentosa in [Rockoff] 1227 











(Au) | ADU: 
psoriasis in unselected series of [Brandrup] 874 . 
( Je) i Size 0g 


U 


Ulcer see Skin Ulcer 
Ultraviolet Rays T 
anthracene with near ultraviolet light inhibit 
epidermal proliferation [Walter] 1463 (De): 
coexistent psoriasis and bullous pemphis 
[Koerber] 1643 (No) m 
longwave, sunburn prÜtection by radia 
induced pigmentation [Kaidbey] 46 (Ja 
near, plus crude coal tar suppresses DN. 
sis in epidermis [Stoughton] 43 (Ja). 
Ultraviolet Therapy see also Photoc! 
py T us 


psoriasis (letter) [Rogers] 963 (Je). > 
Umbilical Arteries pis 
central, cutaneous and urinary compli 
injections into (letter) [Ortonne] 286 
Umbilicus iud 
carcinoid in umbilical nodule [Brod 
US Food and Drug Administration- 
recommendations on radiation of ben 
[Goldschmidt] 1149 (Au) E 
Urinary incontinence m. 
diaper area granuloma of aged [Ma 
(Mr) cs 
Urine see aiso Phenyiketonuria. ` 
ammonia dermatitis (letter) [Auld] 15 
[Leyden] 1554 (Oc) eod 
diaper dermatitis, stool burns as € 
[Pegum] (reply) [Leyden] 1552 (Qe 
Urogenital System ss 


cutaneous and urinary complication 
umbilical artery injection (letter) [| 
(Fe) ae E 
Urticaria "c 


and polymyositis [Callen] 1545 (Oc) - 
chronic urtiearia-like lesions in system 
erythematosus [O'Loughlin] 879 (Je) - 
cold, essential IgG eryoglobulinemia 
ra and [Koda] 784 (My) 


contact, contact dermatitis and ast 


cockroaches (letter) [Zsehunke] 17 
dermatologie manifestations of 
philic syndrome [Kazmierowski] 531 
localized heat [Wise] 1079 (Jy) .— E 
photoallergie, induced by visible dig 
1761 (De) E 
primary acquired cold (letter) [Rami 
ply) [Wanderer] 804 (My) NS 
proposed use of H,-receptor antagoni 
ter) [Paslin] 1855 (De) d 
Urticaria Pigmentosa ; 
in identical twins [Rockoff] 1227 (A: 
Uterine Neoplasms € 
endometrial adenocarcinoma metas 
fRasbach] 1708 (No) : 
Uveitis Do 
poliosis, hypomelanosis, alopecia and. 
with malignant melanoma [Sober 
Uveoparotid Fever see Sarcoidosis — 





V 


Valisone Betnovate see Betamethasone 
ate Ro 
Varicella see Chickenpox 1. 
Vascular Diseases 
cutaneous and subcutaneous endarteritis obli 
ans [Kossard] 1652 (No) 
Vasculitis 3: 
ehronie urticaria-like lesions in systemic lupus 
erythematosus [O'Loughlin] 879 (Je) E 
persistent cutaneous, e,-antitrypsin deficiency 
associated with, in child with liver disease — 
[Brandrup] 921 (Je) 


Subject Index 1893. 2 





+ aye 
Hi T 





























Kaposi's varicelliform poc in mycosis fun- 
ides [Segal] 1067 (Jy). 
ci stine 


sión of corticosteroid-induced m 
elangieetasia with (letter) [Rist] 624 


Acid see Tretinoin 
See Phytonadione 
P see Nicotinamide 





ity. 3nd (letter) [Harsoulis] 1554 (Oc) 
mbocytopenia, autoimmune hemolyt- 
nd [Walters] 1366 (Se) 

al nevus without histological 
letter) [King] 1242 (Au) 

of patients to, importance of 
ysician ‘interaction [Porter] 1384 


lasms. . 
Bowen’s disease of genitalia, spon- 
8 regression of lesions [Berger] 1698 


occurrence of familial benign 
emphigus ( Hailey-Hailey disease) and 
ettar), King] 801 (My) 





: 1894 Arch Dermatol—Vol 114, De 


*: m E 


atypical. purpura fulminans with li benign à mono- ho plane xanthoma and multiple myeloma with lipo- - 


. clonal gammopathy IPriedenberg] 578 (Ap) 
Warts 


decreased T cell levels in patients with {Chretien} i 


213 (Fe) 


flat, failure to recur in electrosurgically altered 


skin [Berman] 1797 (De) 


human wart virus (letter) [Wilkinson] 798 (My) ue 
inflammatory linear verrucose: * epidermal. nevus 


[Hodge] 436 (Mr) 

Women | 

lady and flea (letter) {Gold man]: 966 [ e 

Woringer-Kolopp Disease — 

epidermotropic myeosis fungoides (etter I8 ie 
er] 804 (My) .— 

pagetoid reticulosis (Woringer-Kolopp dietai, 
histopathologic and ultrastructural observa- 
tions [Medenica] 262 (Fe) 

Woronott!'s Ring 

in Goeckerman treatment of psoriasis (letter) 
[Rogers] 963 (Je). 

with PUVA therapy [Lowe] 278 (Fe) 

Wounds and injuries 


nail deformity with nonunion of distal phalanx E 


(letter) [Ceilley] 1717 (No) 

pereutaneous paraquat absorption, association 
with cutarieous lesions and respiratory failure 
[Newhouse] 1516 (Oc) 

Writing 


hyphens and en dashes (letter) nie. 1243 
(Au) 


X-Ray Therapy see Radiotherapy 





rupu : , xánthomas ansovidted with intravendus 
.miconazole therapy [Barr] 1544 (Oc) 


 protein—paraproteins complexing [Taylor] 425. 
(MD | i^ 


M progressive nodular histiocytoma [Taunton] 1505 | 


(0c) 


E : Xeroderma see Ichthyosis 
. Yeroderma Pigmentosa 


skin fibroblasts, increased ‘sensitivity to earci- 
nogenie eofipounds (letter) [McCormick i 1716 
(No) | 


Zinc 
aequired deficiency dermatosis in man (Weis: 
mann} 1509 (Oc) . um 


 aerodermatitis and acquired. detetency of Eck- * : 


. er] 937 (Je) 
deficieney, aene in (letter) [Baer] 1098 (Jy) 


deficiency and. acrodermatitis after intravenous 


hyperalimentation [Bernstein] 1070: yY TA es 

deficiency vs essential fatty acid deficiency 3 
during total parenteral nutrition (letter) | 
[Schroeter] 800 (My) - 

oral therapy of aene, absorption and clinical E 
effect [Orris] 1018 (Jy) 

sulfate in acne vulgaris [Weimar] 1776 (De) 

Zona see Herpes Zoster 

Zoonoses 

Cheyletiella infestation of cats and their owners 
[Fox] 1233 (Au) 

Zoster see Herpes Zoster 
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... benzoyl peroxide gel 
: from Owen 


ff : , Description: benzac™ 5 contains benzoyl peroxide 5%, polyoxyethylene lauryl ether 6%, alcohol 30% 
roven e ective In (w/w). dimethicone, carbomer 940, di-isopropanolamine, citric acid, fragrance and purified water 
benzac'* 10 contains benzoy! peroxide 10%. polyoxyethylene lauryl ether 6%, alcohol 30% (w/w) 

dimethicone, carbomer 940, di-isopropanolamine, citric acid, fragrance and purified water 


duction of total lesi 
re uction 0 tota esIons Actions: benzac™ is an effective aid in the topical treatment of acne vulgaris benzac '* provides drying, 


desquamating action, and has been shown to have antibacterial effects against Propionibacterium 
(Corynebacterium) acnes 





Indications: An adjunctive topical therapy for the control of acne vulgaris 


" 
COSI i letical ly elegant Contraindications: Not to be used by patients having known sensitivity to benzoy! peroxide or any other 


ingredients of the preparation 


veh icle PRECAUTIONS: FOR EXTERNAL USE ONLY Avoid contact with the eyes, eyelids, and other mucous 
membranes May bleach hair and colored fabrics KEEP THIS AND ALL DRUGS OUT OF THE REACH 
OF CHILDREN. 


Dosage and Administration: After washing with a mild cleanser and water. apply once or twice daily The 
\ e Pro I oted tO degree of drying and peeling can be adjusted by modification of the dosage schedule 
Me How Supplied: benzac'" 5. 60 gram tubes benzac™ 10, 60 gram tubes 
deri | latolog ists on ly CAUTION: FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION. 


= Owen Laboratories, Dallas, Texas 75234 
Division of Alcon Laboratories, Inc. 


CAUTION: Federal law prohibits dispensing 
without prescription 


YOROCORTISONE ARA CREAM, 1.24 


DESCRIPTION 
Westcort Cream contains hydrocortisone 
valerate, an'active, non-fluorinated- ester of the 
corticosteroid hydrocortisone. It has the 
following chemical name 
115. 21 -dihydroxy-17a-valeryloxy-4-pregnene- 
3, 20-dione 
The structural formulas 
CHOH NN 
| Ü 
"RENT 


UEM 
CH; | ems Paste 
NEAR O08, CHCHICH. 


For prompt clinical Impravement inj MU e 
corticosteroid- responsive dermatoses mrar sone vilia tre rods teas: 


ole}ast seri Too] all (om petrolatum, stearyt alcóhól, 
propylene glycol, amphoteric-6, carbOmer 940. 


sodium phosphate, sodium tłauryl sulfāte, sorbic 
acid (as preservative) and water 


ACTIONS ‘ 
Westcort. (hydrocortisone valerate) Ole): aE 
effective primarily because of its anti- 
inflammatory, anti-pruritic, and vasocohstrictive 
actions 


INDICATIONS 

Westcort Creamʻis intended forthe. retief of the 
inflammatory manifestations of corticosteroid 
responsive dermatoses l 


CONTRAINDICATIONS 

Topical steroids åřë contraindicated im viral 
diseases of tħeìskin,. such as vacciniä and 
variCella. Topical steroids are contraindicated 
in those patients with a history. of hwbersensi 
tivity to any Fel B tħhe components ofthe prepara- 
tion. Westcort Cream is not for ophthalmic usë 


PRECAUTIONS 

If irritation develops, use of the product. should 
be discontinued and apptopriate therapy 
instituted 


Iin thè presence òf infêction an apprõpriate 
antifüngal.or antibactēriat agent should'be 
administéred ċconĝomitantiy. It afavorable 
response does Dot occur promiptiy -the steroid 
should be discontinued until the infection has 


been adequateli; coñtrólled 


lf extensive areas are treated, or if occlusive 
dressingsiare used, the possibility exists of 
increased systemic absorption of the steroid 
and suitable precautions should Be taken 


Although- topical steroids have nót been 

reported to have an adyerse effecton. the fetus, 
the safety of their use during pregnancy has not 2i 
been definitely established. Therefore; they 
should not be used ēxtensivelyzìn large 

amounts, or fòr prolònged periods of time on 
pregnant patients 


ADVERSE REACTIONS 

The following local adverse reactions have 
been reported with the use of topical 
corticosteroids: burning sensations., itching, 
irritation, dryness, folliculitis, secondary infec- 
tion, skin atrophy, striae, hypertrichosis, 
acneiform eruptions, and hypopigmentation 


If occlusion is used, it should be noted that the 
following side effects have been reported with 
topical-steroids-used in this manner. maceration 
of the 'skin, secondary infection, skin atrophy 
striae; and miliaria 


DOSAGE AND ADMINISTRATION 
A small amount should be massaged gently into 
the affected areas 2 to 3 times daily, as needed 


^ HOW SUPPLIED 
Westcort (hydrocortisone valerate) Cream, 0.2% 
EST (010]B. is supplied in 15 g.. NDC 0072-8100-15, 45 g., 
TN ! Photographed object is an artistic NDC 0072-8100-45; and 60 g., NDC 0072- 
PHARMACEUT ICALS INC interpretation of the manifestations 8100-60 tubes : 
Buffalo; New York 14213 of skin disease WA 
In.Canada. Belleville; Ontario.K8N 5E9 1978, W.P. Inc 
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